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1. Problems of Ageing and Chronic Sickness 
A. P. THomson. British Medical Journal {Brit. med. J.] 
2, 243-250, July 30, 1949. 3 figs. 


This is the first of two Lumleian Lectures delivered 
‘before the Royal College of Physicians of London. 

In the Birmingham Hospital Region of 4,200,000 
people, 45% of the 12,740 general medical and surgical 
beds are reserved for the aged and chronic sick. The 
buildings housing them are old and ill equipped. For 
every 100 “‘ chronic’ beds 61 people (excluding medical 
and laboratory staff) are employed. 

The lecture is based on work carried out at the Western 
Road Infirmary in Birmingham—the largest of these 
institutions. Only 5 medical officers were available for 
the 1,450 patients, 1,000 of whom were bedridden, as 
well as for the work of a large venereal diseases clinic 
and a small maternity unit. Yet diagnosis and treatment 
were of a high order, though case records were poor. 
Rehabilitation services, occupational therapy, and 
physiotherapy were not provided. Although only 226 
nurses wee available and 457 of the patients were 
incontinent, the general cleanliness of the wards and the 
condition of the inmates profoundly impressed the 
author, who pays high tribute to the nursing staff. He 
comes to the gloomy conclusion that most of the present 
inmates could never be improved sufficiently to return 
to their own homes. The reasons are: absence of 
therapy for degenerative and genetic diseases; (2) 
incontinence, and contractures and foot deformities 
induced by neglect and long confinement to bed; (3) 
profound personality deterioration consequent on long 
hebetude. 

Records were analysed of 714 patients, of whom 318 
were men and 396 women. Their average ages were 74 
and 76 respectively; 49% of the males and 60% of the 
females were bedridden. Only 56 men and 13 women 
were fit enough to be allowed out. Of the 394 bedridden 
patients 95% were judged to be beyond all hope of 
rehabilitation. Only 15% had been investigated in a 
general hospital before their admission to the institution. 
Of all patients 25% were certifiable as insane, and no less 
than 71% were mentally abnormal. Much of this 
psychiatric disorder is due to the institutional atmosphere. 
As regards status, 20% of the men and 16% of the women 
were single; 22% of males and 11% of females were 
married with spouses still alive. 'Widowers constituted 
58% and widows 73%—figures significantly highe: than 
those for the same age groups in the general population, 
from which it is inferred that the risk of married people 
ending their days in an infirmary is lower so long as the 
partner remains alive. 
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The mean duration of stay was 34 months for males and 
37 months for females. An analysis of the fate of the 
2,478 patients admitted in 1946 revealed the following: 
32% died within 4 months, and a further 7:9% within 
2 years; 47-1% were discharged in less than 4 months, 
and a further 7-9% within 2 years; only 5% remained in 
hospital 2 years after admission. Of this residual 5% 
the ratio of men to women was | to 3, although the ratio 
on admission was approximately 3 to 2. Men were 
admitted at an earlier age than women. Of 958 deaths 
in 1948, 68% had occurred within 100 days of admission. 
Comparison of the discharge rate with the Orsett Lodge 
Hospital figures (Cosin, Proc. R. Soc. Med., 1948, 41, 


333) suggests that, in discharging an elderly patient, 


home conditions play a greater part than physiotherapy. 
No less than 37% of admissions were for social and not 
medical reasons—lending support to Brooke’s suggestion 
(Lancet, 1949, 1, 462) that social services be organized 
by the hospital to care for the elderly in their homes. 
Of the patients 33% were unwilling to leave the infirmary 
under any circumstances, and the degree of unwillingness 
was proportional to their length of stay; of those 
admitted within 3 months, two-thirds were eager to go 
home, but only one-third after 4 years’ stay. As many 
as 57% had no home to receive them, and of those with a 
home available 56% would be compelled to live com- 
pletely alone or deserted for long periods. During the 
first 3 months about two-thirds had a home to go to, but 
after 4 years’ stay three out of four homes had dis- 
integrated—* manifestly the cohesion of the homes of 
the elderly is fragile ’’. 

The rest of the lecture is a reasoned argument con- 
cluding that people should be encouraged to tend their 
sick and elderly at home. The aim should be to reduce 
the demand for institutional care, which, however, should 
always be readily available. P. D. Bedford 


2. Medical Resurvey of Nutrition in Newfoundland 
1948 

W. R. AykKroyp, W. H. N. Jovurre, R. E. 
SHANK, O. H. Lowry, R. M. WILpeER, F. F. TIsDALL, 
P. E. Moore, and P. C. ZAMECNIK. Canadian Medical 
Association Journal (Canad. med. Ass. J.| 60, 329-352, 
April, 1949. 30 figs., 17 refs. 


In 1944 a nutritional survey of the people of New- 
foundland was carried out by a group of physicians. 
The same group [without 4 of the original members and 
with 2 newcomers] surveyed in 1948 the same number of 
subjects (868), including 227 individuals who had been 
examined in 1944; the present publication [which has no 
summary] describes the results. 
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Between the two surveys the wealth of the inhabitants 
had greatly increased, and specific efforts to improve 
nutrition—such as addition of 3 members of the vitamin 
B complex to bread, distribution of cod-liver oil and 
orange juice, and an education programme—were made. 
There was a striking reduction in infant mortality and 
stillbirth rates. 

In general there was a lowered incidence of the clinical 
signs recorded, but there was an increased incidence of 
the following: perifolliculosis, red hyperaemic gums, 
swollen gums, severe active caries [despite fortification of 
bread with calcium and distribution of cod-liver oil], 
marked or complete loss of teeth, loss of vibratory sense 
in toes. [The authors fall into error over perifolliculosis, 
which they correctly describe as ‘“ proliferation and 
engorgement of capillaries around hair follicles’? but 
then confuse with follicular hyperkeratosis when they 
twice quote three groups of authors as suggesting that 
deficiency of ascorbic acid may produce the lesion.] 

Estimations of 5 blood constituents and 2 urinary 
constituents were carried out on nearly 50% of subjects 
chosen at random, including 30% of the subjects examined 
in both the 1944 and 1948 surveys. There was little 
change between the two surveys in haemoglobin values or 
levels in serum of protein or alkaline phosphatase 
[but comparison is difficult because the figures were 
analysed under different age-groups in 1944 and 1948], 
a slight fall in ascorbic acid level, an increase in vitamin-A 
concentration, and an increased excretion of aneurin and 
riboflavin. [Confidence in the biochemical results is not 
inspired by the inaccurate way in which they are pre- 
sented. Comparison of the results for 1944 as published 
previously and as répeated in the present paper reveals 
discrepancies: 7 of the 9 figures for haemoglobin do not 
agree, and in the present results the sum of 258 and 117 is 
given as 385.] H. M. Sinclair 


3. B.C.G. Re-vaccination of Children of School Age. 
NocpenCcTBOM 
BLDK nerei Bospacra) 

K. P. Berxos. [Ipo6nems: Ty6epxynesa [Probl. 
Tuberk.) No. 3, 53-57, May-June, 1949. 


A series of 1,994 children of school age (1,091 girls 
and 903 boys) were revaccinated with B.C.G., and 760 
(420 girls and 340 boys) were used as 4 control group. 
All these children lived in the Molotov district in Moscow 
and were regarded as living under similar conditions. 
The children and their teachers were all tuberculin tested 
and examined radiologically. Apart from contacts, 
who were all revaccinated, only those children who were 
tuberculin negative and did not show radiological evi- 
dence of disease were revaccinated. It is pointed out that 
tuberculin testing alone does not rule out active disease. 
In a series of 560 children (tuberculin negative) aged 1 to 
3 years, 4% gave radiological evidence of tuberculosis. 
The cutaneous method of vaccination was used in all 
but 163 cases vaccinated intradermally. The vaccination 
was regarded as successful when 0-01 mg. B.C.G. in 
0-1 ml. saline produced a papule 3 to 4 cm. in diameter. 
The cutaneous method evoked only weak local reactions; 
the intradermal method gave rise in 66-°6% to a local 
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infiltration 3 to 4 weeks after vaccination. The infiltra- 
tion disappeared after 2 to 3 months. Abscesses formed 
in 3%. The local reaction was regarded as a specific 
inflammatory lesion. Lymph-node changes were far 
more common with the intradermal method. When 
tuberculin sensitivity (Mantoux 1 in 100) was tested 3 to 
4 months after revaccination the following results were 
obtained. The Mantoux reaction was positive in 31-1% 
of 540 cases vaccinated by the cutaneous method, and in 
54-2% of 120 cases vaccinated intradermally. After 
6 to 8 months the reaction was positive in 41-5% of 494 
cases vaccinated cutaneously and in 88-6% of 97 cases. 
vaccinated intradermally. The author believes the intra- 
dermal method of vaccination to be superior to. the 
cutaneous. Of the revaccinated children 1,878 were 


- twice tuberculin tested during the following year and 


738 control cases were observed. All children with a 
positive Mantoux reaction underwent an extensive clinical 
and radiological investigation. 

The incidence of the local manifestations of tuberculosis 
is indicated by the results of follow-up examination. 
Of the revaccinated children 0-3% showed evidence 
of disease during the time of observation, against 1-89% 
of children in the control group. Amongst the re- 
vaccinated children there were 3 cases of primary complex, 
2 of lymph-node tuberculosis, and 1 of pleural effusion. 
In the control group there were 7 cases of primary com- 
plex, 3 of lymph-node tuberculosis, and 4 of pleural 
effusion. After revaccination the course of tuberculosis 
was very benign and prolonged treatment was not 
required. N. Chatelain 


4. Preliminary Data on the Effectiveness of B.C.G. 
Vaccination of Older Children. (IlpeqpapuTenbxie 
MO sdPeKTHBHOCTH 
WeTeH CTapuiero BOspacTa) 

R. A. KAMENETSKAYA. [Ipo6memp: Ty6epxynesa 
[Probl. Tuberk.] No. 3, 58-60, May-June, 1949. 


A series of 1,107 children vaccinated with B.C.G. at 
ages between 1 and 15, with 470 controls, were observed 
for from 1 to 24 years. The children were thought to 
be living under similar conditions. There were 6 known 
contacts in the vaccinated and 5 in the control group. 
Observations in the vaccinated group were made 
on 256 children for 1 year, on 597 for 1 to 2 years, and on 
254 children for more than 2 years. In the control 
series 177 children were observed for 1 year, 128 for 1 to 
2 years, and 16 for more than 2 years. During the time 
of observation tuberculous lesions developed in 12 chil- 
dren in the vaccinated and 20 in the control group. 
Except for one case of meningitis in the control group, 
practically the same number of children in both groups 
were affected by the same type of localized tuberculous 
lesions. 

It was thought that the course of the disease was more 
benign in the vaccinated children than in the control 
group. The merits of different methods of vaccination 
are discussed. Amongst 189 children aged 4 to 7 who 
were vaccinated by scarification there was only one 
case of tuberculosis; amongst 229 children vaccinated 
by the oral method there were 5 cases of tuberculosis. 
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‘Jt was thought that the higher intensity of allergy after 
yaccination by scarification conferred a higher protection 
against tuberculosis. There were 2 cases of tuberculosis 
in the contact group of 11 children (1 amongst the 
vaccinated and 1 amongst the controls). 

It is recommended that if, 6 months after vaccination 
with B.C.G., the Mantoux reaction is still negative 
yaccination should be repeated. N. Chatelain 


5. Effectiveness of B.C.G. Vaccination of Adolescents. 
NOAPOCTKOB) 

E. G. Mazina. Ilpo6nemsr Ty6epxynesa [Probl. 
Tuberk.| No. 3, 61-64, May-June, 1949. 


During 1944 to 1948, the tuberculosis dispensary staff 
at the Academy for Medical Sciences, Moscow, carried 
out systematic B.C.G. vaccination of adolescents in the 
Molotov district of Moscow. The adolescents were 
selected after clinical, radiological, and tuberculin testing; 
they came from secondary schools, trade schools, and 
factories and were all living under similar conditions. 
Of the subjects 701 were vaccinated and 233 used as 
controls. Tuberculin testing was carried out at 
6-monthly intervals during the observation time of 2 to 
4 years, and on 100 selected cases at monthly intervals. 

In 470 cases the cutaneous method was employed with 
0:01 mg. B.C.G. in 0-1 ml. saline and in 36 cases with 
0:02 mg. B.C.G. In 195 cases vaccination was intra- 
dermal. No ill effects were noticed in any of the cases. 
After 6 months the Mantoux reaction (1 in 100) was 
positive in 65-1% of the 195 cases vaccinated intra- 
dermally and in 23-8% of the 470 cases vaccinated 
cutaneously. The effects of vaccination with 0-02 mg. 
B.C.G. in 36 cases and with 0-01 mg. B.C.G. in 84 cases 
were compared. Of the former 34 were Mantoux 

.positive after 6 months, and of the latter 56 were Mantoux 
positive. It is thought that the higher dose of B.C.G. 
is preferable, as it seems to give a higher percentage 
of positive reactions. In the first year after vaccination 
05% of 701 subjects showed evidence of tuberculosis, 
as against 6-7% in the control series; 2 years after 
vaccination 1-5% of 336 vaccinated and 6-7% of 120 
controls had a tuberculous lesion. During the third and 
fourth years there was a steady rise in incidence of 
tuberculosis among the vaccinated subjects. Revaccina- 
tion is therefore desirable after one year, since there 
seems to be a diminution in protective power of B.C.G. 
vaccine after 1 to 2 years. The high incidence of 
tuberculosis among the control group is thought to be 
due to a higher percentage of contacts (26 in 233 controls, 
compared with 30 contacts in 701 vaccinated cases). 
Altogether there were 11 cases of tuberculosis among 
the vaccinated adolescents (5 of them were contact cases) 
and 24 (12 of them contact cases) among the controls. 

It is thought that the lesions in the control series were 
Jnuch more acute and took longer to heal. 

N. Chatelain 


6. Tuberculosis: Certain Unexplained Mortality Figures 
W. Exuior. British Medical Journal {Brit. med. J.] 2, 
297-299, Aug. 6, 1949. 2 figs. 
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7. Vaccination with the of Tubercle 
Bacillus (Vole Bacillus) 

A. Q. Wexts. Lancet [Lancet] 2, 53-55, July 9, 1949. 
3 figs., 1 ref. 


A number of children and young adults in two com- 
munities were vaccinated with the murine type of tubercle 
bacillus. In one community the incidence of tuberculosis 
was high and there was a difference between the vac- 
cinated children and the controls. There were initially 
179 persons who were tuberculin negative, and of these 
81 were vaccinated, 91 being left as controls. In the 
following 4 years there were 8 cases of tuberculosis in the 
control group and one in the test group. 

Scott Thomson 


8. The Malignancy of Cancer at Different Ages: 
A Histological Study 


J. C. Lees and W. W. Park. British Journal of Cancer 
[Brit. J. Cancer] 3, 186-197, June, 1949. 20 refs. 


There has been a general impression among clinicians 
that the malignancy of cancer is greater in relatively 
young people. The authors analysed recent literature 
containing statistical data and did not find in it much 
support for the belief. They then went through the 
records of the Laboratory of the Royal College of 
Physicians of Edinburgh and obtained. a randomized 
sample of microscopical preparations from subjects in 
three age groups and for seven sites. The following 
characteristics were chosen: degree of epidermoid or 
glanduliform differentiation; degree of fibrosis; cell 
size and polymorphism; amount of “ colloid ’’ forma- 
tion; mitotic frequency; general impression of malig- 
nancy. Each feature was assigned to one of four grades 
in increasing expression. The resultant contingency 
tables were analysed (the total number in each age group 
was 105) and, with the very doubtful exception of 
carcinoma of the lung, no significant differences between 
the age groups were revealed. Major Greenwood 


9. An Outbreak of Gingivo-stomatitis Amongst 
Australian Troops in Japan 

R. Duniop. Medical Journal of Australia (Med. J. 
Aust.) 1, 33-41, Jan. 8, 1949. 8 refs. 


This outbreak of  gingivo-stomatitis, occurring 


between February and August, 1946, involved 764 
members of a brigade of Australian troops newly arrived 
from tropical conditions. The disease was remarkable 
for its severity and the number of cases involved. The 
report is based on 108 of the cases, classified as follows: 
severe gingivitis 33, mild gingivitis 62, and tonsillitis 13. 
The state of oral hygiene had an important bearing on the 
severity and course of the disease and its response to 
treatment. 

The typical clinical signs in the patients with gingivitis 
were bleeding of the gums, with ulceration and sloughing 
in the worst cases, and associated lymphadenopathy. 
The hard palate was also sometimes involved and in 7 
patients abscesses formed around erupting wisdom 
teeth. Foetor was marked and constant and in severe 
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cases pain in the gums was considerable. There were 
occasionally considerable constitutional disturbance 
and prostration, and 2 patients were stuporose on 
admission. 

The predominant organisms found in the lesions were 
Treponema vincenti and the fusiform bacillus. These 
may be secondary invaders causing necrosis and destruc- 
tion of already damaged tissues. The author suggests 
that the primary cause was a virus, probably the virus of 
herpes simplex, and draws a comparison between the 
present cases and recently described cases of herpetic 
stomatitis. The chief dissimilarity lies in the distribution 
of the lesions, which in herpetic stomatitis chiefly involve 
the tongue and buccal surfaces. : 

In differential diagnosis, syphilis, diphtheria, blood 
dyscrasias, and the angiose type of infectious mono- 
nucleosis must be excluded. : 

The most effective treatment was found to be with peni- 
cillin, usually given in pastilles (the most efficient method) 
each containing 1,000 units and administered 2-hourly. 
As an alternative a spray was tried and in some cases 
penicillin was also given systematically, 300,000 units 
being a minimum dose except for simple angina, when 
100,000 units was thought to be sufficient. Ascorbic 
acid was given if vitamin-C deficiency was suspected. 
Response to treatment was rapid. The length of stay in 
hospital averaged 5 to 8 days, negative smears being 
obtained before discharge. Factors affecting treatment 
were the previous condition of the mouth, smoking (which 
had an adverse effect), and avitaminosis. Relapses 
occurred in 12 of the 108 cases, mostly in patients with 
previous oral sepsis. 

Important factors influencing the spread of the out- 
break were the lowered resistance of the troops and the 
prevalence of chronic gingivo-stomatitis amongst the 
Japanese, including the prostitutes. In fact non-venereal 
spread of the disease was not common, although droplet 
infection was sometimes suspected. 

In prophylaxis, points to be considered were: (1) oral 
hygiene; (2) isolation of patients; (3) cleanliness of 
canteens and improvement of living conditions; and 
(4) venereal disease contrel. The prevention of relapses 
was thought to be a matter for the dental officer; proper 
correction of the oral condition offered the only chance of 
final cure. J. V. Armstrong 


10. The Picture of Tularemia Transmission 
in Arkansas. A Study of 704 Case Histories - 

A. M. WASHBURN and J. H. Tuony. Southern Medical 
Journal [Sth. med. J.| 42, 60-62, Jan., 1949. 


In Arkansas, 1,343 cases of tularaemia have been noti- 
fied to the State Department of Health since 1927. For 
the purposes of follow-up and serological tests, a full case 
history is now requested by the State Hygiene Labora- 
tory from each physician concerned, and a detailed study 
of 704 of these histories has revealed certain cogent facts. 
Although the disease is known as “ rabbit fever” in 
Arkansas, this animal being popularly thought to be the 
principal cause of the disease, only 31% (207) of cases 
were traceable to this source, while ticks were implicated 
in 56% (391 cases). 
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The four occupational groups most commonly nal 
were found tobe agricultural workers, housewives, 
children, and lumbermen and labourers. The chief 
source of infection in agricultural workers was tick bites, 
whereas in housewives who prepared food for the table 
rabbits were the commonest agents. In children the 
frequency of the two sources was approximately the 
same, although in older children who hunted rabbits 
the latter source was somewhat more common. Tick- 
borne infection predominated in lumbermen and 
labourers in logging camps, although infection from 
rabbits occurred in some. 

The seasonal incidence of infection from each source 
was also investigated. Infection by rabbits assumed its 
greatest importance during the winter, with a peak in 
December and January when the need for supplementary 
food was greatest. Tick infection was greatest in the 
summer months when the infestation was at its height. 

The site of lesion varied with the source of infection, 
being naturally greatest on the hands with rabbit-borne 
infection. When the tick was implicated, the legs, 
thighs, groins, abdomen, arms, and axillae suffered most. 
The majority of the cases were of the ulcero-glandular 
type. 

The authors conclude from this study that tick-borne 
infection predominates in Arkansas, and that the 
incidence of the disease is increasing, in part due to the 
greater number of: infected tick vectors. Luckily 
streptomycin is proving a successful form of therapy. 

The disease appears as a definite occupational hazard 
to certain groups, particularly those who work in a 
tick-infested environment. J. V. Armstrong 


11. Emergency Health and Sanitation Activities of the 
Public Health Service During World War II 

J. W. Mountin and E. B. Kovar. Public Health 
Bulletin (Publ. Hith Bull., Wash.] No. 302 1-96, 1949; 
38 figs. 


12. The Eradication of Schistosomiasis: A Plea for a 
Rational Approach to the Problem 

W. H. Jopiinc. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 52, 121-126, June, 1949. 
32 refs. 


The author points out that the rate of spread of schisto- 


somiasis is greatly outstripping that of its control. 


This applies especially to Africa, but also to South 
America, China, and other areas. Mass treatment has 
so far been unsuccessful owing to the lack of a suitable 
therapeutic agent which is both highly effective and 
relatively non-toxic. Experiences with sodium and 
potassium antimonyl tartrate and with “ miracil D”” 
are described in detail, but neither they nor “ reprodral ” 
(stibophen) provide the solution to the problem of 
eradication. Moreover, the author points out that, 
owing to the existence of numerous reservoir hosts, mass 
therapy is useless against Schistosoma japonicum. 


Another method of control is by snail destruction by 
mechanical, chemical, and biological means. In Egypt 
this has met with definite success, but in Algeria and 
Southern Rhodesia it has proved costly and relatively 
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ineffective. The third method suggested is that of 
* sanitation and education, together with the provision of 
safe water supplies by the construction of wells or the 
chlorination of water supplied from dams and rivers. 
The author stresses the importance of this method, point- 


ing out that the snail host is found mostly in contaminated _ 


pools near human habitations. W. H. Horner Andrews 


13. The Diphtheria Epidemic in Amsterdam 
A. C. Ruys and A. L. Noorpam. Medical Officer 
[Med. Offr] 82, 89-93, Aug. 27, 1949. 3 figs., 7 refs. 


14. The Epidemiology of Poliomyelitis with Particular 
Reference to the County of Dorset and the 1947 Epidemic 
J. L. GILtoraNn. Medical Officer [Med. Offr] 81, 255- 
258, June 18, 1949. 


This paper gives a description of the past history of 
poliomyelitis in Dorset, with details of experience in the 
county in 1947. An account is quoted of an outbreak 
at Wimborne and in the Beaminster rural district in 
1914 when 16 persons appear to have been attacked. 
Since 1914 the disease does not seem to have aroused 
comment so far as Dorset is concerned, though 21 cases 
were notified in 1945. In 1947 there were 3 notifications 
in January and 2 early in June, but the epidemic really 
began with 5 cases (1 fatal) in a preparatory school in the 
Wareham Rural District which occurred between June 
29 and July 4. Altogether there were 65 cases in the 
county (attack rate 25 per 100,000), 43 of which occurred 
in the Poole, Wimborne, and Blandford areas. The first 
case in Blandford occurred on August 1 in a boy aged 34 
whose brother, aged 13, returned home from the school 
mentioned above on July 26; this boy had not been ill 
at school. There were 4 more cases in Blandford 
between August 21 and 28. A follow-up study of 60 of 
the 65 patients showed that 25 (41-6%) had no paralysis, 
9 (15%) had slight paralysis, 21 (35%) had permanent 
paralysis, and 5 (8-3%) died. The epidemiology of the 
disease is discussed in general terms. 

[A small outbreak of poliomyelitis at the village of 
Cerne Abbas, Dorset, in 1910 was described by Farrar 
in Reports to the Local Government Board on Public 
Health and Medical Subjects (New Series), No. 61, 1912. 
This outbreak is of some interest as it was one of the 
earliest to be described in Great Britain and was remark- 
able for a very high attack rate—15 paralytic cases in a 
small village, with multiple attacks in 3 households. 
There were 3 cases in one household and 2 in each 
of two others.] A. H. Gale 


15. A Contribution to the Epidemiology of Polio- 
myelitis in New Zealand 

A. W. S. THompson. Journal of Hygiene [J. Hyg., 
Camb. 47, 79-101, March, 1949. 12 figs., 5 refs. 


The author describes a field investigation into an out- 
break of poliomyelitis in the central district of Auckland 
in which 142 cases occurred between October, 1947, and 
March, 1948; particular attention was given to the 
occurrence of related minor illness among the household 
contacts of 40 positive cases and in other persons in 
the neighbourhood, as compared with that among indi- 


viduals in a comparatively unaffected control area of - 


similar social and economic type (about 300 houses with 


1,100 occupants were visited in test and in control areas). _ 


The “‘ minor illness”’ accepted as related was characterized 
by one or more of the following symptoms: fever, head- 
ache, sore throat, vomiting, diarrhoea, and sometimes 
pains in abdomen and neck. In the homes of positive 
cases, these “* suspect illnesses ’’ in contacts were found 
to bear a close inverse relation to the positive cases in the 
same age and sex groups. The monthly incidence of such 
“* suspect illnesses’ varied with the incidence of polio- 
myelitis in the over-all ratio of 300 to 1, but even at the 
height of the epidemic only about 22% of the most 
heavily attacked male age-group (5 to 10 years) were 
affected. Findings are listed which suggest that escape 
from attack is not primarily due to immunity gained in a 
previous epidemic [this view is in accordance with the 
findings in a recent study of the age-distribution of 
poliomyelitis in successive epidemics in New York in 
1934, 1935, and 1944]. 

Other points established were that the “‘ suspect 
illnesses’ increased in number before the epidemic; 
that there was no spread from any particular focus; 
that a high proportion (50% of males 10 to 15 years and 
of females 5 to 10 years old) of the household contacts 
of positive cases had a “* suspect illness ’’ during the period 
of observation; and that these “suspect illnesses ”’ 
in the general population followed the poliomyelitis 
pattern in age and sex incidence. Attention is drawn to 
the fact that threadworm infestation and poliomyelitis 
have a similar age and sex incidence and to the ready 
recovery of threadworm ova from the dust of infested 
households: a reminder is given that the virus of polio- 
myelitis is excreted in the faeces, and it is suggested that 
indoor dust spread, in schools in particular, may touch 
off an epidemic in a population ripening for it. 

The author is impressed by the important role which, 
his findings suggest, is played by the older schoolboy in 
spreading infection. He stresses the likelihood that 
faecal organisms, rather than droplet infection, are of 
major importance in propagating the disease and 
emphasizes the supreme importance of personal hygiene 
among the general measures of control, coupled with the 
avoidance in epidemic times of all functions at which 
children assemble, use closets in common, and take 
food together. F. T. H. Wood 


16. Some Aspects of Poliomyelitis in New Zealand _ 
J. E. CauGuey. British Medical Journal (Brit. med. J.} 
2, 406-410, Aug. 20, 1949. 6 refs. 


17. The Incidence of Mongolism in the General 
Population . 

L. S. Penrose. Journal of Mental Science {J. ment. Sci.] 
95, 685-688, July, 1949. ‘1-fig., 6 refs. . 


18. The Focus of Urinary Bilharziasis in Fondouk 
(Algeria). (Le foyer de bilharziose urinaire de Fondouk 
(Algérie) ) 

F. G. MARILL, M. HorMAN, and P. BertTozzi. Archives 
de I’ Institut Pasteur d’ Algérie [Arch. Inst. Pasteur Algér.} 
27, 110-127, 1949. 9 figs. 
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INDUSTRIAL MEDICINE 


19. Vesical Tumours Induced by Chemical Compounds 
M.W.Gotpsiatt. BritishJournal of Industrial Medicine 
[Brit. J. industr. Med.] 6, 65-81, April, 1949. 5 figs., 
13 refs. 


The author has analysed the cases of vesical tumour” 
detected from 1934 to 1947 in two large chemical factories 
in Great Britain engaged in the manufacture of a wide 
variety of organic intermediates and dyestuffs and of 
rubber chemicals; 99 cases of bladder tumour were 
detected in a population of 2,000 to 3,000, an average of 
7 per year, and 59 deaths were recorded. This far 
exceeds the mortality rate for all urinary-tract tumours 
in Britain as a whole (1 in about 205000). The age of 
attack also was lower than in the general population and 
depended upon the age at which the worker entered the 
industry. For this reason it is recommended that 
young men should not enter the industry so long as the 
hazard of bladder tumour continues. Young and 
inexperienced men are also more likely to take risks. It 
is suggested that in a very high proportion of the men 
working in the hazardous processes disease eventually 
develops; this is similar to American experience. 
Evidence is presented to show that with improvements in 
factory hygiene the amount of aromatic amine excreted 
in the workers’ urine is tending to decrease. Tumours 
were recorded in men who worked only with aniline, 
a-naphthylamine, f§-naphthylamine, or benzidine, but 
with exposure to mixtures a very high proportion of the 
tumours were malignant. The author is satisfied from his 
clinical experience that aniline and benzidine are carcino- 
genic, but no experimental evidence is yet forthcoming to 
confirm this view. An interesting assessment of prog- 
nosis is made and the conclusion is reached that of 72 
patients treated, 30 would never be able to return to work 
of any kind. A brief account is given of the pathology of 
this type of tumour. G. M. Bonser 


20. Undetected Bone Lesions in Workers under Raised 
Atmospheric Pressure. (Les lésions osseuses ignorées 
des tubistes) 

—. CAVIGNEAUX, —. CHARLES, —. Fucus, and S. Tara. 
Archives des Maladies Professionnelles [Arch. Mal. 
prof.) 10, 359-361, 1949. 4 figs. 


In France, since February, 1949, the bone and joint 
lesions which may be present in men who work in com- 
pressed air have been added to the list of maladies for 
which workmen’s compensation may be claimed. 
These lesions, however severe, are the result of a gradual 
process overlooked until the trouble has become dis- 
abling and incurable. In an effort to discover some 
early sign of this serious condition, 125 workmen who 
had ceased to be employed in compressed air were 
sought out and examined. Radiography was used to 
detect the presence of gas embolism in the bones, the 
epiphyses about the shoulders, hips, and knees being 
particularly examined. In 38 of these men abnormalities 
were discovered, areas of rarefaction in some of the 
bones, areas of condensation in others, and in some a 


combination of both rarefaction and condensation. 
Radiographs are reproduced and it is stated that these 
lesions have not hitherto been described, that they are 
indisputably caused by gas embolism, and that further 
investigations will be undertaken to determine the precise 
aetiology, the nature of the gas involved, and the influence 
of the workman’s environment. 
M. A. Dobbin Crawford 


21. Acute Pneumonitis in a Beryllium-worker 
G. RippeLt Royston. British Medical Journal (Brit. 
med. J.] 1, 1030-1032, June 11, 1949. 3 figs., 26 refs. 


The author describes the occupational history and the 
clinical and radiological appearances of a case of acute 
pneumonitis in a laboratory worker aged 30 who had been 
engaged for some weeks in mixing powders for lining 
fluorescent tubes. This mixture contained beryllium and 
zinc and, in general, such mixtures are known under 
the trade name of *“ phosphor’’. The principal symp- 
tom was a cough accompanied by marked dyspnoea. 
Rhonchi fine in character were generally distributed 
throughout both lungs. Sputum examination for 
tubercle bacilli was negative. The radiographs revealed 
a millet-seed mottling distributed over both lung fields, 
suggestive of miliary tuberculosis. In 8 months this 
picture had completely resolved and the radiograph of 
the lungs appeared normal. Complete clinical recovery 
is reported. 

The author details the types of lung involvement which 
may follow the inhalation of the beryllium-containing 
phosphor, and discusses the differential diagnosis. 

A. J. Amor 


22. Acute Pneumonitis in Workers Exposed to Beryl- 
lium Oxide and Beryllium Metal 

J. C. Aus and R. S. Grier. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.| 31, 123-133, 
May, 1949. 6 figs., 8 refs. 


23. The Effects of Kaolin on the Lungs of Rats 

E. J. Kinc, C. V. HArRIson, and G. NAGELSCHMIDT. 
Journal of Pathology and Bacteriology {J. Path. Bact.] 60, 
435-440, July, 1948. 8 figs., 23 refs. 


The effects were studied of insufflation of suspensions 
of kaolin through the exposed trachea into the lungs of 
black-and-white rats under light ether anaesthesia. 
Each rat weighed about 200 g., and 1 to 1:2 ml. of sus- 
pension in saline containing 3% milk was used in the 
experiment. The materials insufflated were South Wales 
kaolin, untreated Cornish kaolin, and ignited Cornish 
kaolin, quartz being used as a control. [For details of 
the preparation of the kaolins, the original paper should 
be consulted.] Each sample was injected into a group 
of 10 rats. 

Quartz produced typical silicosis, but the kaolins 
evoked only a very mild reticulin reaction; this was 
slightly more pronounced with the ignited Cornish 
kaolin than it was with the other samples. 

R. B. T. Baldwin 
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24. The Changes in Water and Chloride Distribution 
during Heavy Sweating 

W. S. S. LaApELL. Journal of Physiology [J. Physiol.| 
108, 440-450, June 15, 1949. 6 figs., 24 refs. 


Men were subjected to a routine of rest and work 
(previously described by the author, J. Physiol., 1947, 
106, 237) for periods of from 110 to 170 minutes in a 
room at 100° F. (378° C.) dry-bulb and 94° F. (34-4° C.) 
wet-bulb temperature.. Sweat was collected in an 
impermeable bag worn on one arm, and urine and blood 
samples were collected for chloride, plasma protein, 
and haematocrit estimations. The sweat loss was up 
to over 5 litres in 165 minutes, and salt loss up to over 
25 g. in 162 minutes. The oral replacement of water 
and salt was effective. The plasma chloride level fell 
in the absence of replacement therapy; plasma protein 
and haematocrit values rose. Calculation of intra- 
cellular and extracellular fluid volumes showed that, in 
the absence of replacement, transfer of water from the 
extracellular to the intracellular fluid compartment 
occurred. R. A. Gregory 


25. Cation Control in Human 
M. Maizets. Journal of Physiology {J. Physiol.) 108, 
247-263, May 15, 1949. 17 refs. 


26. A Simple Method of Estimating Clot Retraction 
with a Survey of Normal Values and the Changes that 
Occur with Menstruation 

J.F. Ackroyp. Clinical Science [Clin. Sci.] 7, 231-247, 
April, 1949. 5 figs., 18 refs. 


Quantitative measurements of clot retraction were 
made by the following method. A piece of glass tubing 
of uniform 8 mm. bore and 120 mm. long is fitted with 
two corks, A and B, one of which (B) holds between it 
and the tube the two ends of a small loop of tape. 
Cork A is removed, 2 ml. of blood placed in the tube, and 
the cork replaced. With cork A uppermost, the tube is 
incubated at 37° C. for 4 hours; after the first hour it is 
examined and any adhesions between clot and glass are 
broken with a capillary rod. After standing overnight 
at room temperature, the level of the serum is marked on 
the tube, the tube inverted, and the cork B, with tape and 
adherent clot, removed. The cork is freed from the tape 
and clot (which are thrown away) and replaced in its 
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original position. The tube is again inverted so that | 


cork A is uppermost, and the level of the serum is marked 
again. The clot retraction is expressed as 


height of column of serum x 100 
height of column of blood 


Excluding women during the first week of the menstrual 
cycle, the relation between retraction and haematocrit 
value is linear, the regression curve approximating to: 


7 


retraction=R—0O-5(H,—H),, where R is retraction at 
haematocrit level H,, and Hg is the haematocrit level at 
which the retraction is required to be known. After 
correction to a standard haematocrit reading of 45%, 
clot retraction is 55-75°%4-2-45% for men and women, 
save during the first week of the menstrual cycle, when it 
is lower. G. Discombe 


27. The Effect of Large Doses of Aneurin on the Physical 
Efficiency of Individuals on a Normal Diet and on a Diet 
Poor in Aneurin. (Die Wirkung grosser Vitamin B,- 
Dosen auf die kérperliche Leistungsfahigkeit B,-normal- 
und B,-arm-Ernahrter) 

W. Drogse. Biochemische Zeitschrift [Biochem. Z.] 319, 
323-336, 1949. 6 figs., bibliography. 


Experiments on subjects on a diet poor in aneurin 
showed that the absolute quantity of free or combined 
aneurin excreted, and the percentage of a test dose 
excreted, cannot be taken as criteria of the nutritional 
state as regards aneurin. No correlation could be 
detected between the amounts of aneurin and of urine 
excreted by persons on a diet poor in aneurin. Pro- 
gressive limitation of cocarboxylase excretion in urine 
was, however, a significant sign. The author investigated 
the influence on body weight and physical efficiency 
of a diet poor in aneurin and roughage but of high 
nutritive value. It was shown that the loss in weight 
and decrease in efficiency, as well as certain symptoms, 
were due to the unattractive and monotonous nature of 
the diet causing a loss of appetite. Only cardiovascular 
and neurological symptoms were directly caused by the 
aneurin deficiency. The doubtful influence of the latter’ 
on the circulation during periods of rest and work is also 
discussed. Vera Novy 


28. Rehabilitation without Animal Protein of Adults 
Suffering from Malnutrition. (Wiederernahrung 
wachsener Dystrophiker ohne tierisches Eiweiss) 

M. Gitzow. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.] 194, 486-498, 1949. 4 figs., 
38 refs. 


Four emaciated men weighing about 50 kilogrammes 
were given high-calorie diets, yielding up to 5,000 
Calories daily, of exclusively vegetable foods. The men 
put on weight rapidly and inside 6 months had gained up 
to 28 kg. in weight. H. E. Magee 


29. Simultaneous Surveys of Food Consumption in 
Various Camps of the United States Army 

H. C. ScHor and H. L. Swain. Journal of Nutrition (J. 
Nutrit.] 38, 51-62, May 10, 1949. 4 figs., 7 refs. 


Between May 22 and 28, 1945, 44 Army messes, 
chosen as representative of the Army in the United 


| 
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States, were subjected to food consumption surveys. 
Kitchen waste and plate waste were segregated by food 
groups, but no attempt was made to determine the 
amount of food consumed outside messes. . Only 5% of 
the food issued to mé$ses was wasted. Despite the 
omission of food consumed outside messes, the dietary 
allowances of the National Research Council were 
amply met. There appeared to be no correlation between 
caloric intake and bodily activity, environmental tempera- 
ture, or altitude. H. M. Sinclair 


30. Food Consumption of Soldiers in a Subarctic 
Climate (Fort Churchill, Manitoba, Canada, 1947-1948) 

H. L. Swain, F. M. Toru, F. C. Conso_azio, W. H 
Frrzpatrick, D. I. ALLEN, and C. J. KogHN. Journal 
of Nutrition [J. Nutrit.] 38, 63-72, May 10, 1949. 1 fig., 
10 refs. 


The voluntary food consumption of troops at Fort 
Churchill was estimated during three 10-day periods 
in the winter of 1947-8. The location was chosen 
- because it has about the highest wind-chill value of any 
inhabited area. The troops spent about 3 hours daily 
in the open. Food consumed in messes was recorded, 
and kitchen waste and plate waste were weighed. An 
attempt was made to estimate canteen food. An 
abundant ration of fresh and frozen food was provided, 
averaging 5,500 Calories per man per day. All nutrient 
intakes equalled or exceeded the recommended allowances 
of the National Research Council for an active man. 
Continuous weight records of a small number of men 
showed a slight mean rise during the period. 

The important conclusions of this interesting study are: 
(1) The caloric intake was inversely correlated with the 
mean environmental temperature. (2) The caloric in- 
take was directly correlated with the mean wind-chill. 
(3) There was no preference for fats in the subarctic 
climate; the percentages of Calories provided by protein, 
fat, and carbohydrate were about the same as those in 
temperate climates, being respectively 13, 40, and 47% 
[the last two figures appear to be given wrongly in the 
summary as 41 and 46]. 

It seems that troops regulate their food intake in 
relation to the severity of the weather, but that their 
appetite for particular foods is not altered. 

H. M. Sinclair 


See Section Hygiene and Public Health, Abstract 2. 


31. Effect of the Blood Glucose Level on the Secretion of 
the Adrenal Cortex 

G. L. Sreeptes and H. Jensen. American Journal of 
Physiology (Amer. J. Physiol.] 157, 418-421, June, 1949. 
10 refs. 


White adult rats (225 to 280 g.) were treated either with 
glucose or with insulin. The animals were killed (by 
guillotine) at various times after treatment, and the blood 
sugar level was estimated by the Somogyi method. 
The adrenal glands were dissected put immediately and 
their cholesterol content was determined (Schoenheimer 
and Sperry); this content was taken as an index of 


cortical secretory activity, an assumption based on the 
work of Long (Fed. Proc., 1947, 6, 461) and Sayers and 
Sayers (Recent Progress in Hormone Research, New York, 
1948), who claim that a fall in adrenal cholestero| 
indicates increased adreno-cortical activity. 

The rats receiving glucose were given a single dose of 
2 ml. of a 50% solution through a rubber catheter passed 
into the stomach. The intubation was carried out twice 
daily for at least 8 days before the experiment itself, in 
order to avoid “ alarm” reactions. The rats were kept, 
as far as possible, at 24° to 26°C. Control rats were 
given 2 ml. of water. The rats receiving insulin were 
given 0-5 i.u. subcutaneously, and no glucose. Control 
rats were injected with 0-25 ml. of saline only. 

In studying the effects of glucose 18 animals were used 
as controls, and the treated animals were killed in groups 
of 12, 12, 12, 7, 8, and 4 respectively, one group every 
half-hour. The average blood-glucose level rose to a 
maximum of about 30% above the control level after one 
hour. It had fallen to control level after 24 hours. The 
adrenal cholesterol content was about 40% above the 
control level 30 minutes after the administration of the 
glucose. At this time the blood-glucose level was about 
half-way to the peak figure attained in one hour. The 
adrenal cholesterol level fell rapidly after 30 minutes, 
but the average concentration found in the batch killed 
at 2 hours was still above the average concentration 
found in the control batch. 

All the rats given insulin were killed after 90 minutes. 
Five control rats had an adrenal cholesterol content of 
3-82+0-03 mg. per 100 g., and a blood-glucose level of 
72 mg. per 100 ml., while the corresponding figures for 
12 rats given saline injections were 3-59-+-0-19 and 66. 
On the other hand, the figures for the 18 rats treated with 
insulin were 2-04+-0-11 and 20. Thus it appears that 
the adrenal cortex is less active in alimentary hyper- 
glycaemia and more active in insulin hypoglycaemia, 
assuming that adrenal cholesterol content is inversely 
related to cortical activity. Jeffrey Boss 


32. On the Functional Relationship Between the Pitui- 
tary Gland and the Parathyroids. [In English] 

N. TORNBLOM. Acta Endocrinologica {Acta endocrinol., 
Kbh.] Suppl. 4, 1-76, 1949. 23 figs., bibliography. 


33. Have the Oestrogens an Additional Inhibitory Action 
on Fat Formation? (Hanno anche gli estrogeni un’azione 
antisteatogena?) 


P. Larizza and S. VentuRA. Riforma Medica [Rif. 


med.} 63, 457-463, May 21, 1949. 1 fig., 24 refs. 


34. Late Effects of Sterilization. (Die Spatfolgen 
der Sterilisation) 


H. Licutratu. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 187, 520-527, 1949. 30 refs. 


A man who had undergone bilateral ligation of the 
vas 14 years ago was examined post mortem. Macro- 
scopically the testes showed no atrophy. Histologically, 
the sperm-producing epithelial cells appeared to be 
normal and young spermatocytes were abundant. The 
walls of the tubules showed moderate hyaline thickening. 
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The amount of interstitial tissue was not abnormal. 
The lumina of the rete testis and the epididymis were 
markedly dilated and the epithelium flattened. The 
‘muscular elements were hypertrophied. Thus, after 
yasoligation, spermatogenesis remains intact and the 
epithelium of the tubules is not inhibited by the resulting 
distension and inactivity. It is noteworthy that the 
jnterstitial tissue, which was shown by Steinach to 
increase soon after ligation, later returns to normal as 
seen in this case. The testicular apparatus appears to be 
more dependent on hormones than on the patency of the 
ducts. C. W. Csonka 


35. Activity and Drug Responses of the Sheep Uterus in 
Relation to Reproductive Condition 

N. AMBACHE and J. HAMMOND. Journal of Physiology 
[J. Physiol.] 108, 270-277, May 15, 1949. 4 figs., 8 refs. 


36. The Fate of an Intraneural Injection as Demon- 


strated by the Use of Radio-active Phosphorus 

J. B. Briertey and E. J. Frecp. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 12, 86-99, May, 1949. 6 figs., 34 refs. 


Radioactive phosphorus (P*?, as phosphoric acid) was 
injected into the sciatic nerve of rabbits in doses of 50 to 
60 yc. in a volume of 0-05 ml., the injection being made 
at the apex of the popliteal fossa in 4 cases, at mid- 
femoral level in 6, and above the greater trochanter in 6. 
The subsequent distribution of the tracer substance was 
followed by repeated estimations of radioactivity in 
blood and cerebrospinal fluid, and its final distribution 
in the sciatic nerve and spinal cord was estimated at 
necropsy. The authors distinguish between the “ cord- 
cerebrospinal fluid’’ and “ blood” type of injections, 
the former being characterized by a spread of the isotope 
material into the cerebrospinal fluid and spinal cord 
with little absorption into the blood stream, the latter by 
high absorption into the blood stream and no entry of 
the indicator into the central nervous system. [It is 
impossible to assess the significance of these results in 
the light of the finding that the opposite sciatic nerve 
contained more isotope than would be expected from the 
blood concentration. ] A. Schweitzer 


37. Duration and Form of Action Potential in the 
Normal Human Muscle 

I. PETERSEN and E. KUGELBERG. Journal of Neurology, 
Neurosurgery and Psychiatry {J. Neurol. Neurosurg. 
Psychiat.] 99, 124-128, May, 1949. 2 figs., 19 refs. 


The duration, amplitude, and number of potentials 
recorded in the normal human electromyogram in 
maximal voluntary contraction varies with the type of 
electrode used and to obtain comparable results it is 
essential to standardize them. In the experiments 
reported, 3 types of electrode were used: (1) the concen- 
tric needle electrode; (2) fine sewing needles coated 
except at the tip; and (3) two fine insulated wires inside a 
hypodermic needle, with the needle earthed. The action 
potentials in the biceps, interosseous, and facial muscles 
were studied. The duration of the potential appeared 
to increase in advanced age. A. Schweitzer 
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38. The Role of the Cerebral Cortex in the Central Ner- 
vous Regulation of Cardiovascular Function. [In English] 
E.C. Horr. Confinia Neurologica {Confin. neurol., Basel] 
‘9, 166-176, 1949. Bibliography. 


The evidence for cortical representation of autonomic 


functions is reviewed. Brain injuries were studied by 


Goldstein, who distinguished autonomic symptoms of 
general and local nature. The general signs were those of 
vasomotor instability. Among local signs pallor, sweat- 
ing, swelling, and cyanosis of limbs were observed. 
Differences in temperature and blood pressure between 
the two sides of the body were found, the blood pressure 


being usually higher and the temperature lower on the 


affected side. These clinical observations found support 
from earlier animal experiments in which vasomotor 
changes were caused by destructive lesions as well as by 
cortical stimulation. 

These findings are open to criticism. The author and 
his co-workers studied this question in a series of con- 
trolled experiments on animals. A fine bipolar electrode 
was applied to the cortex of the anaesthetized animal 
paralysed with curare. Stimulation of the anterior 
parts of the brain, including the sigmoid gyrus, gyrus 
proreus, and the basilar surface of the frontal lobe 
caused a rise in blood pressure and ocular sympathetic 
responses. From areas behind these, up to the Sylvian 
fissure, depressor effects were observed. Pressor and 
depressor points could frequently be localized close to 
each other. Application of local analgesic and under- 
cutting of the area abolished the effect; the responses 
could be obtained with stimuli subliminal for skeletal 
muscular movements. Stimulation of both pressor and 
depressor areas reduced the volume of both kidneys; 
splanchnic nerve section abolished the effect on that side. 
Stimuli to the motor area, subliminal for motor response, 
evoked an increase of volume in all limbs, though greater 
in the contralateral limbs. This effect was abolished by 
denervation of the limbs and was not related to rise in 
blood pressure. No point-to-point localization of 
vasomotor control of body regions could be found. 
These experiments seem to show that stimulation of the 
cerebral cortex causes a shift of blood distribution from 
the viscera to those parts of the body which give a motor 
response to stronger stimuli. It may be supposed that 
body movements activate, at a cortical level, appropriate 
autonomic changes. R. Klein 


39. The Orbital Gyri “2 
E. Sacus, S. J. BRENDLER, and J. F. Futon. Brain 
[Brain] 72, 227-240, June, 1949. 6 figs., 20 refs. 


40. Concerning the Rhythmical Contractions of Organs 
with Smooth Muscle. (Uber die rhythmischen Kontrak- 
tionen der Organe mit glatter Muskulatur) 

W. Weitz. Deutsche Medizinische Wochenschrift |Dtsch. 
med. Wschr.| 74, 694-697, June 3, 1949. 5 figs., 3 refs. 


41. Observations in Electrically-produced Epileptic Con- 
vulsions. Part III. The Post-convulsive Decerebrate State 
R. Ker and D. F. Earty. Journal of Mental Science 
[J. ment. Sci.] 95, 638-650, July, 1949. 47 refs. 
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42. Comparative Investigations into the Analgesic 
Effects of Morphine and D,1-6-Dimethylamino-4:4- 
dipheny]-3-heptanone Hydrochloride (Methadone, 
Butalgin). [In English] 
W. HouGs-OLsen. Acta Pharmacologica et Toxicologica 
[Acta pharmacol., Kbh.] 5, 33-44, 1949. 3 figs., 9 refs. 


The tails of rats were exposed to a heat stimulus and 
‘the pain thresholds measured. The subcutaneous 
injection of morphine and amidone ” physeptone ”’, 
“* methadone ”) produced an increase in pain threshold, 
which rose to a maximum after the injection of larger 
doses. Morphine was tested on groups of 6 rats, 12 
doses of between 1-5 and 4:25 mg. per kg. being given. 
Amidone was tested on groups of 8 rats, which received 
7 doses of between 1 and 3-25 mg. per kg. Amidone was 
found to be 1-3 times as effective as morphine. 
[The_author claims to confirm the results of Thorpe 
(Nature, Lond., 1947, 160, 605) who, however, obtained 
the value 1-3 for the pLt-mixture, and showed that the 
D-isomer, which the present author used, was practically 
inactive.] R. P. Stephenson 


43. Vasodepressor Responses to Morphine Following 
Hemorrhagic Hypotension 

R. E. Lee and B. W. ZweiracH. American Journal of 
Physiology |Amer. J. Physiol.] 157, 259-264, May, 1949. 
7 refs. : 


In haemorrhagic shock, experimentally induced in 
dogs, three phases can be distinguished: (1) a hyper- 
reactive period with increased peripheral vasomotor 
reactivity, the presence of vaso-excitor substances in the 
blood, and marked vasoconstriction of the larger blood 
vessels; (2) a transitional period with less marked 
vascular reactivity and appearance in the blood of 
vasodepressor factors; and (3) a hyporeactive period 
with absent vasomotor activity, vasodilatation, and the 
predominance of vasodepressor factors in the blood. 
The third phase corresponds to the so-called “irreversible 
state’ of haemorrhagic shock and, even after blood 
replacement, terminates in death in 90% of cases. 

In unbled control dogs morphine (2 mg. intravenously 
or 12 mg. subcutaneously per kg. body weight) had no 
hypotensive action. In dogs rendered hypotensive by 
graded bleeding, however, intravenous administration of 
morphine (1 to 3 mg. per kg. body weight) caused a 
lowering of the blood pressure, the extent of which 
depended on the time of administration and to a lesser 
extent on the dose of morphine given. When the 
morphine was injected early there was no sustained fall 
of pressure, the vaso-excitor substances being sufficient 
to counteract the hypotensive action of morphine, but 
when injected in the hyporeactive stage it produced a 
profound and sustained fall in the blood pressure and 
considerable slowing of the peripheral circulation, 3 out 
of 4 dogs dying despite immediate transfusion. A 
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similar, but usually less extensive, fall in blood pressure 
was produced by the injection of morphine (1 to 10 mg. 
per kg. body weight) in animals to which all the blood 
previously withdrawn had been restored in the hypo- 
reactive phase and which had partially recovered from 
haemorrhagic shock, 4 out of 12 dying within 3 hours, 
[It would be interesting to repeat these experiments 
with other pain-relieving and sedative compounds to see 
whether the vaso-depressor action is characteristic only 
of morphia. The abstracter’s clinical experience has 
shown, and the above observations seem to add con- 
viction to his belief, that morphine should not be used 
as a routine in patients suffering from haemorrhagic 
shock and hypotension.] A. I. Suchett-Kaye 


44. Anticonvulsant Drugs: Mechanisms of Action and 
Methods of Assay. [In English] 

L. S. GoopMan, J. E. P. ToMAN, and E. A. Swinyarp. 
Archives Internationales de Pharmacodynamie et de 
Thérapie [Arch. int. Pharmacodyn.] 78, 144-162, 1949. 


2 figs., 66 refs. 


The physiological basis of convulsive seizures is dis- 
cussed. Hughlings Jackson suggested that the disorder 
was due to “ occasional, sudden, excessive, rapid, and 
local discharges of gray matter’’. When such a dis- 
charge spreads from an abnormal focus to normal brain 
tissue a convulsion results. The advent of electro- 
encephalography provided direct evidence of abrupt, 
excessive, local discharges associated with epileptic 
seizures. Normally, the process of inhibition suggested 
by Bubnoff and Heidenhain would prevent normal 
neuronal activity from resulting in cerebral explosions so 
long as the ratio of excitation to inhibition did not exceed 
unity. Sherrington thought that inhibition could be 
transformed into excitation by convulsant drugs or 
excessive stimulation. Some small cells which ordinarily 
inhibit intracortical inhibition can excite actively if they 
are made to transmit impulses. Brain excitability is 
further regulated by gross inhibitory areas in the cere- 
brum which operate upon the cortex through extra- 
cortical mechanisms. The seizure focus may be a 
collection of pathologically altered neurones discharging 
excessively even under normal conditions of stress, it may 
be a focus in which there has been complete destruction of 
small and vulnerable neurones of the nerve net during 
previous injury, leaving a hyperactive region deprived 
of inhibitory mechanisms, or it may be a number of 
normal cells forced to discharge excessively because of 
abnormal stresses, such as restricted blood supply. 
Physiological precipitating factors which may affect the 
behaviour of an epileptogenic focus are changes in the 
PH, oxygen tension, carbon-dioxide tension, blood sugar 
level, osmotic pressure, and electrolyte composition of 
the surrounding medium. 

Anticonvulsant drugs may act in three ways: (1) on 
non-neural tissues—for example, to modify abnormal 
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vascular supply to the focus; (2) on pathologically 
altered neurones, to prevent or reduce excessive dis- 
charge: or (3) on normal neurones, to prevent their 
detonation by excessive discharge from elsewhere. The 
last is the most important, the anticonvulsant acting by 
raising the threshold of normal brain tissue to an exciting 
agent or by decreasing the responsiveness of the excited 
system. Such drugs may produce synaptic depression 
and may also increase the recovery time or membrane 
resistance of individual neurones. In addition, they 
prevent the multiple action-potential spikes of peripheral 
nerves when subjected to excessive stimulation or 
immersion in high concentrations of phosphate. 

The technique used by the authors for the assay of 
anticonvulsants is described. The drugs are tested on 
rats, chemical and electrical methods being used to induce 
seizures. Leptazol is the convulsant drug of choice. 
The electrical methods are used to measure the effect on 
the threshold for minimal seizures in normal animals and 
in animals whose susceptibility to seizures has been 
enhanced by hydration, and the ability of the drug to 
modify the pattern of maximal seizures induced by 
supramaximal currents in animals and also in non- 
epileptic patients undergoing electric-shock therapy for 
psychiatric disorders. 

The anticonvulsant properties of various drugs used 
clinically are described individually. Bromides and 
phenobarbitone antagonize the effects of convulsant 
drugs and raise the cortical excitation threshold, but the 
therapeutic index of the former is low. Phenobarbitone 
also prolongs recovery time at cortical level and there is 
evidence of synaptic depression. Diphenylhydantoin, 
on the other hand, does not elevate the threshold for 
electric-shock convulsions in normal animals, nor does 
it protect against leptazol convulsions, but it does 
reduce seizure activity at all levels of the brain and 
modifies the pattern of maximal seizures in man. Tri- 
methadione elevates the threshold for electric-shock 
convulsions and protects against metrazol convulsions, 
but is not as effective in modifying seizure patterns as 
diphenylhydantoin. Phenacetylurea is the least toxic 
of the drugs mentioned and the most effective in all major 
types of epilepsy, but experimental and clinical experience 
of its action is still limited. Vera N. Warren 


45. Clinical Trials of Analgeticum NU 896 and of 
Amidone 

A. J. GLAZEBROOK. Edinburgh Medical Journal (Edinb. 
med. J.| 56, 206-213, May, 1949. 7 refs. 


46. Pharmacological Modifications of Lung Volume in 
Healthy Man. (Modifications pharmacologiques du 
volume pulmonaire chez l’homme sain) 

R. CHARLIER and E. PuHiippot. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.} 78, 559-581, 1949. 22 figs., 32 refs. 


Aerosols of various substances were inhaled and the 
effect on lung volume in man was recorded. While 
20% NaCl solution was without effect, 20% KCI solution 
caused constriction and 20% CaCl, solution dilatation of 
the lungs. Sympathomimetic drugs caused pulmonary 
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dilatation, nor-sympatol being more active than sympatol. 
Adrenalone had only one-twentieth the activity of 
adrenaline. Dibenzylmethylamine caused powerful and 
sustained lung dilatation, and instantly arrested dyspnoea 
due to carbachol. The action of “ parpanit”’’ was 
similar but less prolonged. The antihistamine drugs, 
“antergan’’, “‘antistine’’, and neoantergan”’’ and 
also the analeptics, leptazol, nikethamide, and camphor, 
had no effect on lung volume. ‘“ Torantil ”’ caused lung 
constriction. The pneumodilator actions of iso-propyl- 
noradrenaline, adrenaline, ‘‘adrianol” (*‘‘ neosyne- 
phrin ’’), and dibenzylmethylamine were increased and 
prolonged by using a 12-5% aqueous solution of poly- 
vinylpyrrolidone as the vehicle for the aerosol. Clinical 
use is being made of this finding. Derek R. Wood 


47. Plasma Neostigmine Levels and Cholinesterase 
Inhibition in Dogs and Myasthenic Patients 

A. GOLDSTEIN, O. KRAYER, M. A. Root, G. H. ACHESON, 
and M. E. Donerty. Journal of Pharmacology and Ex- 
perimental Therapeutics [J. Pharmacol.) 96, 56-85, May, 
1949. 18 figs., 12 refs. 


The cholinesterase of human and dog serum is inhibited 
by neostigmine through «substrate competition, the 
enzyme of the dog being the more sensitive. The enzyme 
of dog erythrocytes is about seven times less sensitive 
than that of the serum, and neostigmine is itself destroyed 
by the esterase, but to a much less degree than is acetyl- 
choline. In dogs, neostigmine is destroyed in the plasma 
at low concentrations, mainly excreted by the kidneys at 
intermediate concentrations, and destroyed in the tissues 
at high concentrations. Renal output is proportional to 
plasma concentration. Physiological effects depend on 
inhibition of tissue esterase, which is more resistant than 
that of plasma, and therefore do not appear until the 
plasma esterase is almost completely inhibited. Im- 
provement in patients with myasthenia depends on 
inhibition of tissue esterase and not of plasma esterase, 
but plasma concentration and enzyme inhibition can be 
used as criteria; the more severe the disease the higher the 
concentration required. The doses needed have an 
exponential relation to the inhibition produced. 

V. J. Woolley 


48. Effects of Decamethonium [Iodide (C10) on 
Respiration and on Induced Convulsions in Man 

D. L. Davies and A. Lewis. Lancet [Lancet] 1, 775-777, 
May 7, 1949. 4 refs. 


Decamethonium iodide (“‘C10’’) has been given to 58 
patients undergoing electric convulsion therapy and its 
effect upon respiration and upon the induced convulsion 
has been investigated and compared with that of p- 
tubocurarine chloride. Each of 18 patients was subjected 
to repeated electric convulsion therapy, sometimes under 
the influence of C10 and sometimes of p-tubocurarine 
chloride. Stethographic records were made of thoracic 
and abdominal breathing, and the volume of maximum 
inspiration and minute respiratory volume were measured 
in some cases. No general anaesthetic was given to these 
patients and the shock was administered 44 minutes after 
the injection of the relaxant drug. The effects of C10 
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were not distinguishable by direct observation from those 
of p-tubocurarine ‘chloride. An attempt was made to 
find the equipotent dosage of the two drugs in respect of 
the extent to which they modified the fit. For each 
patient the dose of C10 was 3 mg. on the first occasion 
and on subsequent occasions it was adjusted to produce 
an optimum modification of the fit, the largest dose given 


‘being 5-5 mg. The dose of p-tubocurarine chloride given 


in all cases was 15 mg. There were no untoward 
reactions and the effect of either drug was sufficiently 
evanescent for the patient to be able to walk from the 
room, with slight assistance, within half an hour of the 
injection. Although the decrease in tidal volume was 
equally well compensated by an increase in respiratory 
rate with either drug, the maximum possible inspiration 
was greater after C10 than after an equipotent dose of 
p-tubocurarine chloride, which implies that C10 affords 
a greater margin of safety. A further 40 patients were 
given, on 150 occasions, a mixture of 0-25 g. of thio- 
pentone and 3 mg. of C10 34 minutes before the convul- 
sion, with satisfactory results: Ronald Woolmer 


49. The Ganglionic Blocking Action of ‘‘ Dibutoline ”’ 
C. C. Grunzit and G.K. Moe. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.} 96, 38-41, 
May, 1949. 3 figs., 6 refs. 


“ Dibutoline’’ (the dibutyl urethane of dimethyl- 
ethyl-8-hydroxyethylammonium sulphate), already known 
to have an atropine-like action, also blocks synaptic 
transmission through sympathetic ganglia. Given intra- 
venously to dogs (1 mg. per kg.) it causes a fall in blood 
pressure and a decrease in heart rate. It prevents the 
pressor effect of carotid occlusion and of nicotine and 
potentiates the pressor action of adrenaline. It inhibits 
the responses of the cat’s nictitating membrane and dog’s 
heart rate to preganglionic but not to postganglionic 
sympathetic stimulation, and duplicates the effects of 
tetraethylammonium. V. J. Woolley 


50. Adrenergic Blocking Drugs. IV. Antagonism of 
Epinephrine and Histamine with 2-(2-Biphenyloxy)-2’- 
chlorodiethylamine Derivatives 
E. R. Loew and A. Miceticu. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.) 95, 
448-454, April, 1949. 18 refs. 


The acute oral toxicity in mice of alkyl homologues of 
a series of ethylamines possessing a 2-chloroethyl group 
was found to be approximately 1 g. per kg. body weight, 
and all the compounds tested exerted a similar degree of 
protection against toxic doses of adrenaline administered 
intraperitoneally. A wide margin of safety, at least in 
mice, was indicated by a ratio of over 10 between the 
LD 50 and the protective dose. Since many adrenergic 
blocking agents possess antihistamine action, most of the 
compounds were injected subcutaneously into groups of 
12 guinea-pigs 30 minutes before subjecting the animals 
to inhalation of a histamine aerosol which killed 92% 
of a similar control group. Antihistamine action was 
greatest with the methyl homologue, which was effective 
in a dose of 1:5 mg. per kg. body weight. Activity 


decreased progressively as methyl groups were added to 


the alkyl chain, and was decreased by substitution of 
a 2-chloropropyl for the 2-chloroethyl group. 

In dogs under pentobarbitone intravenous doses of 
3 mg. per kg. body weight of the ethyl, n-butyl, and 
n-hexyl homologues possessing a 2-chloroethyl group 
all blocked the pressor response to adrenaline injected in 
10 xg. doses. The adrenaline antagonism was rapid in 
onset (10 min.) and of long duration (more than 150 min,), 
Each of these three alkyl homologues diminished the 
depressor response to histamine to a comparable degree 
in dogs, whereas in guinea-pigs the n-butyl and m-hexyl 
compounds failed to diminish histamine-induced 
bronchospasm. All the compounds failed to reduce 
significantly the mean depressor response to acetyl- 
choline in 25 xg. doses in dogs. [None of the compounds 
tested exerted an antihistamine action comparable in 
degree to that of benadryl”, neoantergan’’, or 
“ pyribenzamine’’. It is apparent that the antihistamine 
action was not proportional to the adrenaline antagonism 
demonstrated in mice and dogs, and was affected by 
differences in animal species and route of administration.] 

G. B. West 


51. An Investigation of the Acute Toxicity of the 
Optical Isomers of Artereriol and Epinephrine 

J.O. Hoppe, D. K. SEPPELIN, and A. M. LANps. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.) 95, 502-505, April, 1949. 12 refs. 


The acute intravenous toxicity of L-, D-, and DL- 


arterenol (noradrenaline) and of adrenaline was deter- 
mined in groups of 10 or more male albino mice and rats. 
In mice, L-adrenaline (LD 50, 2-7 mg. per kg. body weight) 
was 18-5 times, and in rats (LD 50, 0-04 mg. per kg.) 
20 times as toxic as D-adrenaline; L-noradrenaline was 
14 times as toxic in rats (LD 50, 0-10 mg. per kg.) and. 
12 times as toxic in mice (LD 50, 5 mg. per kg.) as the 
D-isomer. All the optical isomers of adrenaline were 
approximately twice as toxic as the same forms of 
noradrenaline. 

[The successful resolution of arterenol was reported in 
1948 (Tainter et al., Science, 1948, 107, 39; Tullar, 
J. Amer. chem. Soc., 1948, 70, 2067), and hence this work 
is of importance. Most striking of all results are the 
species differences, since rats were approximately 50 


times as sensitive to arterenol and 60 times as sensitive . 


to adrenaline as mice, and delayed death was produced 
only in mice. More work must be carried out with 
larger animals.] G. B. West 


52. Symposium on the Physiology of Acetylcholine. 
I. The Réle of Acetylcholine in Conduction 

D. NACHMANSOHN. Bulletin of the Johns Hopkins 
Hospital (Bull. Johns Hopk. Hosp.] 83, 463-496, Dec., 
1948. 7 figs., bibliography. 


The author reiterates his often-expounded conception 
that the mechanism of impulse transmission across 
synapses is identical with that along nerve fibres. The 
absence of effects of neostigmine on nerve conduction, 
in contrast to those of eserine, is explained on the basis 
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of the lipid-insolubility of quaternary ammonium 
compounds (neostigmine) and lipid-solubility of tertiary 
compounds (such as eserine) [a fact to which Schweitzer 


‘and Wright drew attention in 1939 without receiving the 


author’s acknowledgment]. No new experimental data 
are presented. A. Schweitzer 


53. Symposium on the Physiology of Acetylcholine. 
II. Quaternary Ammonium Ions and Sodium Ions in 
Nerve Physiology 

R. L. pE No. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.| 83, 497-531, Dec., 1948. 
15 figs., 9 refs. 


Tetramethyl-, ethyltrimethyl-, diethanol-dimethyl- 
ammonium chloride, and choline quaternary ammonium 
compounds, which are “‘ inert ’’ in so far as they do not 
cause depolarization, were studied in their effects on frog 
nerve conduction. Ions with 2 or more ethyl groups can 
act as a substitute for sodium. Fibres of slow conduction 
(Band C groups) in 0-11 M tetraethylammonium chloride 
remain excitable as long as in Ringer’s solution, while A 
fibres lose their conductivity. The effect of 33 quaternary 
ammonium ions on sodium-deprived nerve fibres was 
studied. A substance was extracted from ox brain which 
restored the excitability of frog nerve fibres deprived of 
sodium. Acetylcholine, as regards peripheral nerve, is 
an inert substance. A. Schweitzer 


54. Symposium on the Physiology of Acetylcholine. 
IV. Concerning the Mode of Action of Acetylcholine 

J. H. WetsH. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.] 83, 568-586, Dec., .1948. 
8 figs., bibliography. 

The author suggests that acetylcholine may play some ° 
part in the regulation of cellular metabolism and growth; 
‘this function accounts for its wide distribution in plants 
and animals. Acetylcholine may react with a protein 
or lipo-protein constituent of the cell surface. This 
protein or lipo-protein is an enzyme requiring activation 
by acetylcholine acting as coenzyme. The enzyme reacts 
with a substrate in the cell membrane. The substrate, 
when split, releases nonpolar-polar anions whose 


- changing polarity might then account for observed 


polarity and permeability changes in the cell membrane 
and excitation of the cell. Acetylcholine is freed from the 
enzyme complex, split by cholinesterase, or transformed 
into an inactive precursor, while energy-yielding reactions 
reconstitute the substrate, restoring the cell membrane to 
its resting condition. A. Schweitzer 


55. Influence of Benzyl-imidazoline on the Peripheral 
Circulation of Man 

T. Winpsor and R. OTTOMAN. Proceedings of the Society 
for Experimental Biology and Medicine {Proc. Soc. exp. 
Biol., N. Y.] 70, 647-650, April, 1949. 1 fig., 4 refs. 


The volume changes of a finger and a toe following the 
occlusion of the venous return at the wrist and ankle were 
Observed after the intravenous injection of 50 mg. of 
2-benzyl-4:5-imidazoline priscol””) in 70 normal 
subjects, in 7 patients with arteriosclerosis ‘obliterans, 
and in 3 with thrombo-angiitis obliterans. Skin, 
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muscle, and subcutaneous tissue temperatures were also 
measured. After the injection of benzyl imidazoline 
the average volume change in the finger in normal 
subjects increased from the control value of 10-6 to 
13-6 yl. per 5 ml. of tissue per second, and in the toe the 
increase was from 2°8 to 6°5 pl. per 5 ml. per second. 
In the patients with obliterative disease the increase for 
the finger was from 12:1 to 12-7 yl. per 5 ml. per second, 
and for the toe from 0-8 to 2°8 jl. per 5 ml. per second. 
The temperature changes were recorded only in normal 
subjects and also showed that benzyl imidazoline 
increased the peripheral blood flow, particularly through 
the skin of the toe. Indirect heating of the subject 
(covering with blankets and immersion of one arm in hot 
water, the finger- and toe-tips remaining exposed) 
produced additional dilatation. However, if the benzyl 
imidazoline was injected after the effect of indirect heating 
had reached its maximum no further dilatation was 
produced. Atropine did not prevent the action of benzyl 
imidazoline. The drug was injected slowly and stopped 
if signs of toxicity appeared. On two occasions shock 
developed, with a decrease in blood flow to the periphery, 
pallor, sweating, and weakness. R. P. Stephenson 


56. New Contributions to the Pharmacology of Diiso- 
propylfluorophosphonate (DFP). (Nouvelles contributions 
a la pharmacologie du di-isopropylfiuorophosphonate 
(DFP) ) 

R. VERBEKE. Archives Internationales de Pharmaco- 
dynamie et de Thérapie [Arch. int. Pharmacodyn.] 79, 
1-31, 1949. 12 figs., 42 refs. 


This is a full account, from the Heymans Institute of 
Pharmacodynamics and Therapy of the University of 
Ghent, of the actions of diisofluorophosphonate (DFP) 
on the heart, vasomotor system, carotid sinus, respiration, 
gastro-intestinal tract, central nervous system, neuro- 
muscular transmission, and metabolism of the anaesthe- 
tized dog. Very small doses of DFP (up to 6 mg. per 
kg.) do not cause brad¥cardia although the cholinester- 
ases are severely inhibited. The heart is sensitized to 
acetylcholine but not to nicotine or to vagal stimulation. 
In larger doses, DFP has a nicotine-like action on the 
heart, at first stimulating and, in much larger doses, 
paralysing the intracardiac vagal synapses. The stimu- 
lant effect can be reversed by “ parpanit”’, tetraethyl- 
ammonium (TEA) and the curarizing agent, “ 2559 F.” 
The blood pressure is not increased by very large doses 
of DFP which paralyse the vagal synapses, or if DFP is 
given after doses of atropine, parpanit, or TEA which 
block only the parasympathetic synapses. Hence DFP 
has no direct action on the sympathetic synapses. DFP 
increases the respiratory stimulation due to injection of 
acetylcholine into the carotid sinus but not that due to 
potassium cyanide. This confirms the theory that 
transmission of stimulation of the carotid sinus chemo- 
receptors is not cholinergic. Bronchoconstriction is 
produced by DFP because of a nicotine-like effect, with 
stimulation of the parasympathetic synapses. This 
effect and the similar stimulant action of DFP on the 
intestine and bladder are abolished by parpanit, TEA, 
and atropine. Parpanit and the barbiturates, pento- 
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barbitone and barbitone, abolish the convulsions caused 
by toxic doses of DFP in the dog anaesthetized with 
chloralose. Atropine and TEA are not effective. This 
“* sedative ’ action of the barbiturates may be central or 
peripheral, since they are known to depress the neuro- 
muscular transmission. Like nicotine and acetylcholine, 
DFP causes fascicular muscle contractions, which are 
abolished by barbiturates, tubocurarine, and parpanit 
but not by atropine. Neither DFP nor parpanit alters 
neuromuscular transmission or the sensitivity of the 
muscle to nerve stimulation, but the muscle is more 
sensitive to acetylcholine after DFP and the increased 
sensitivity is abolished by parpanit. In doses which 
completely inhibit both serum and tissue cholinesterase, 
DFP does:not alter the respiratory exchange in acute 
experiments in dogs. Derek R. Wood 


57. The Action of Diethylaminoethyl-thiodipheny!- 
amine Hydrochloride, (“‘ 2987 R.P.’’) on the Autonomic 
Nervous System. Local Anaesthetic Action and Anticon- 
vulsant Action. (L’action du chlorhydrate de diéthyl- 
amino-éthyl-thiodiphénylamine (2987 R.P.) sur le 
systéme nerveux végétatif. Action anesthésique et action 
anti-convulsivante) 

I. T. Beck, E. Fromme, M. Favre, and F. VALLETTE. 
Archives Internationales de Pharmacodynamie et de 
Thérapie [Arch. int. Pharmacodyn.| 78, 613-621, 1949. 
4 figs., 8 refs. 


This new substance, *‘ 2987 R.P.”’ (known in Britain 
as “ diparcol *’), is being used clinically in the treatment 
of Parkinson’s disease. The present report from the 
Institut de Thérapeutique de la Faculté de Médecine, 
Geneva, sets out the results of a pharmacological 
investigation of the actions of 2987 R.P. Chemically it 
resembles * parpanit”’ and it is obviously structurally 
similar to some of the antihistamine substances. The 
same techniques were used as those employed in the 
study of parpanit. The drug has an anti-acetyl- 
choline action in guinea-pigs sed to an aerosol of 
acetylcholine, and on isolated mouse ileum. It has little 
protective action against the inhibitory effect of acetyl- 
choline injected into the heart of the intact guinea-pig. 
Its antihistaminic effect is at least as great as that of 
** neoantergan ” (mepyramine maleate) against histamine 
aerosol in guinea-pigs and on isolated intestine. Neither 
neoantergan nor 2987 R.P. is very effective in preventing 
the effects of histamine injected into the guinea-pig heart. 
However, 2987 R.P. is much less toxic than neoantergan 
to mice. While it has a moderate adrenolytic action on 
the isolated seminal vesicle of the guinea-pig, 2987 R.P. 
has only a feeble anti-adrenaline action on the intact 
heart. Its local analgesic action on guinea-pig skin is 
only slightly less than that of procaine, and on guinea-pig 
cornea exceeds that of cocaine. It also has some 
anticonvulsant effect on mice treated with nikethamide. 
2987 R.P. is considerably less active than atropine in 
increasing the tolerance of mice to acetylcholine. 

The actions of 2987 R.P. are considered to be more 
complex than those of atropine and its effect in Parkin- 
sonism is probably exerted centrally in the region of the 
neurological lesions. Derek R. Wood 


58. Pharmacology of 


N-diethylaminoethy! 
thiazine (“ 2987 R.P.’’) (“ Diparcol 
cologie de la phénothiazinyl-éthyldiéthylamine (2987 
R.P.) ) 

C. Hermans, J. J. Estasie, and S. CASTILLO DE BONNe- 
VEAUX. Archives Internationales de Pharmacodynamie 
et de Thérapie {Arch. int. Pharmacodyn.) 79, 123-138, 


Pheno- 
(Sur la pharma- 


1949. 10 figs., 16 refs. 


This paper, from the Institutes of Pharmacology of 
Montevideo and of Ghent, records observations of the 
effects of 2987 R.P.”’ diparcol on the normal or 
anaesthetized dog. On autonomic ganglia it has actions 
similar to those of ** parpanit ’’, which also has been used 
in the treatment of Parkinsonism. Small doses block 
the nicotine-like ganglionic actions of acetylcholine, and 
larger doses abolish the muscarinic effects of acetyl- 
choline. When at least | mg. per kg. is injected intra- 
venously, there is a slight transitory fall in blood pressure 
due to peripheral vasodilatation. Doses of 2 to 5 mg, 
per kg. block the transmission across intracardiac vagal 
ganglia but larger doses (20 to 30 mg. per kg.) are needed 
to block the postganglionic effects of acetylcholine on the 
heart. Unlike atropine, diparcol does not cause a rise 
in blood pressure after acetylcholine, although acetyl- 
choline bradycardia is abolished. These high doses also 
paralyse the carotid sinus vasomotor reflexes, largely by 
blocking transmission at sympathetic ganglia. Any 
adrenolytic action is mild. Like parpanit, diparcol 
causes. considerable respiratory stimulation after a period 
of apnoea. It is also an active bronchodilator and when 
applied locally or injected intravenously produces 
mydriasis in the normal eye and in the eye with a pupillary 
constriction due to sympathetic denervation. Spasm of 


* the gastro-intestinal tract and bladder is inhibited by 


diparcol, which also reduces the salivary secretion due to 
acetylcholine or diisofluorophosphonate (DFP). By a 
central action, diparcol antagonizes the convulsant 
actions of DFP, strychnine, acetylcholine, and leptazol. 
The action against convulsions due to DFP is surprising, 
since, like DFP, diparcol inhibits serum cholinesterase 
but not true cholinesterase. Diparcol is a powerful 
antagonist of the peripheral actions of DFP, nicotine, 
acetylcholine, and pilocarpine. Derek R. Wood 


59. The Central Action of the Diethylaminoethy! Ester 
of Phenylcyclopentane Carboxylic Acid (‘* Parpanit’’). 
(Sur l’action centrale de l’ester diéthylamino-éthylique. 
de l’acide phényl-cyclopentane carboxylique (Parpanit) ) 
L. DAENINCK and L. LipBrRecHT. Archives Internation- 
ales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.]} 79, 263-268, 1949. 2 figs., 7 refs. 


When 0-5 mg. “ parpanit ” per kg. is injected into the 
lumbar theca, abolition of the patellar reflex of the 
anaesthetized dog is much more rapid than when the 
substance is injected intracisternally. Intravenous injec- 
tion of 2-5 mg. per kg. has no effect on this reflex. Res- 
piration is at first inhibited and later stimulated when 
parpanit is injected intracisternally. The respiratory 
stimulation is delayed for about 10 minutes after an 
injection into the lumbar theca, but no stimulation occurs 
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after intravenous or intra-arterial injection. After 
intracisternal injection there is hypertension for 15 
minutes but only a slight effect is seen after intralumbar 
injection. A slight hypotension, due to the peripheral 
and synaptic actions of parpanit, follows intravenous 
injection. The effects on respiration and blood pressure 
are probably central, while the effect on the patellar 
reflex is exerted directly on the spinal cord. 
Derek R. Wood 


60. Pharmacologic and Toxicologic Studies on Diethyl- 
aminoethyl Ester of 1-Phenyl-cyclopentane-1-carboxylic 
Acid Hydrochloride, Parpanit 

Cc. P. Kraatz, C. M. Gruser, Jr., H. L. and 
C. M. GrupBer. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol. 96, 42-55, May, 1949. 
7 figs., 10 refs. 


“ Parpanit ’’ has an LD 50 of 222 mg. per kg. intra- 
peritoneally for mice and 24-5 mg. per kg. intravenously 
for rabbits. Death is due to respiratory failure preceded 
byclonic convulsions. In dogs under methane anaesthesia 
or non-anaesthetized it causes tachycardia, although it 
was found by Heymans and de Vleeschhouwer to cause 
bradycardia in dogs under chloralose. The tachycardia 
is due to vagal inhibition. The drug depresses the con- 
tractions of the perfused frog’s ventricle. It antagonizes 
the action of acetylcholine on guinea-pig lung and, to a 
lesser degree, that of histamine. Activity and tone are 
decreased in the intact intestine of the dog and the 
isolated intestine of the rabbit, as are also the responses to 
acetylcholine. The uterus of the rabbit or cat is strongly 
stimulated by small doses (2 to 5 mg. per kg.). The 
isolated rabbit uterus is stimulated by a concentration of 
1 part per million; contractions are decreased by a 
concentration of 1 in 20,000. V. J. Woolley 


61. Dimethyl-tubocurarine and Regulation of the 
Blood Pressure. (Diméthyl-tubocurarine et homéostase 
de la pression artérielle) 

C. HEYMANS, H. MAZZELLA, and E. MIGLIARO. Archives 
Internationales de Pharmacodynamie et de Thérapie 


[Arch. int. Pharmacodyn.| 79, 343-347, 1949. 3 figs., - 
4 refs. 


In anaesthetized dogs dimethyl tubocurarine is an 
active curarizing agent which does not depress the blood 
pressure or affect the reflex response to an increase in 
pressure in the carotid sinus, when one or both sinuses 
are perfused in an isolated system. Derek R. Wood 


62. The Decurarizing Action of the Bromide of the 
Dimethyl-carbamate of (2-Hydroxy-5-phenylbenzy])-tri- 
methyl-ammonium (‘* NU-683 ’’). (Action décurarisante 
du bromure de diméthylcarbamate de (2-hydroxy-5- 
phénylbenzyl)-triméthylammonium (Nu-683) ) 

H. MAzzeLLa and E. MIGLIARO. Archives Internation- 
ales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.] 79, 362-365, 1949. 7 refs. 


This compound, ‘* NU-683”, chemically similar to 
neostigmine, is known to inactivate pseudocholinesterase 


selectively. In the non-anaesthetized rabbit it is 
capable of reversing complete curarization due to pD- 
tubocurarine, the dimethyl ether of p-tubocurarine iodide, 
or the triiodide of tri-(triethylammonium-methoxy)- 
1:2: 3-benzene. In spite of treatment with NU-683, 
however, some of the animals died of asphyxia. 

Derek R. Wood 


63. The Adrenolytic Action of Dihydroergocornine in 
Man 

R. H. Goetz and A. Katz. Lancet [Lancet] 1, 560- 
563, April 2, 1949. 4 figs., 8 refs. 


Dihydroergocornine (““ DHO 180°’) is a derivative 
of ergot known to have sympatholytic activity, abolish- 
ing the effects of sympathetic nerve stimulation. The 
present report, from the Department of Peripheral 
Vascular Diseases, Groote Schuur Hospital, Cape Town, 
indicates that DHO 180 also has adrenolytic properties, 
being able to suppress or reverse the pressor effect of 
adrenaline injected into man. Intravenous infusion of 
one drop per second of 1 in 500,000 adrenaline solution 
for 2 minutes in normal and hypertensive patients caused 
a rise in systolic blood pressure, a slight fall in diastolic 
pressure, increase in rate of respiration and in heart 
rate, and a decrease in digital volume and in pulse volume. 
Intravenous injection of 0-3 to 0-6 mg. of DHO 180 
caused a slight fall in blood pressure, respitatory de- 
pression, and a slight increase in heart rate. Subsequent 
infusion of adrenaline caused a similar increase in heart 
rate with reduction in pulse volume and digital volume, 
but both systolic and diastolic pressure fell abruptly. In 
a normal patient, the fall in diastolic pressure was the 
greater (from 80 to 65 mm. Hg), while in a hypertensive 
patient the systolic pressure fell from 150 mm. (after 
DHO 180) to 110 mm. Hg. Because it has both 
sympatholytic and adrenolytic activity, DHO 180 may 
be useful in the treatment of disorders involving abnormal 
activity of the sympathetic nervous system. In particular 
it is suggested that it would be interesting to observe the 
effect of DHO 180 on the blood pressure of a patient 
with a phaeochromocytoma. The results also indicate 
that there are no sympathetic vasodi aator fibres to the 
digital vessels in man. 

[The reader is referred to a recent report to the Council 
on Pharmacy and Chemistry of the American Medical 
Association (J. Amer. med. Ass., 1949, 139, 154) 
reviewing the present status of adrenolytic and sympa- 
tholytic agents in clinical practice.] Derek R. Wood 


64. The Use of Dihydroergotamine (D.H.E. 45) and 
Dihydroergocornine (D.H.O. 180) to Prevent Cardiac 
Irregularities during Cyclopropane Anesthesia. [In 
English] 

O. S. OrtH. Archives Internationales de Pharmace- 
dynamie et de Thérapie {Arch. int. Pharmacodyn.] 78, 
163-173, 1949. 3 figs., 23 refs. 


Procedures for the prevention of cardiac irregularities 
during cyclopropane administration are discussed. 
Dihydroergotamine methanesulphonate (“‘ DHE 45”’) and 
dihydroergocornine methanesulphonate (““DHO 180”’) 
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were studied for their protective action against the 
cardiac irregularities produced in dogs by injections of 
adrenaline, and in Macacus rhesus spontaneously, during 
cyclopropane anaesthesia. In both series electro- 
cardiograms were obtained whenever cardiac irregularities 
were anticipated or seen. Both in the deliberately 
- produced tachycardia in the dogs and the spontaneous 
irregularities in the monkeys, 0-2 mg. per kg. body weight 
of DH-compound gave partial protection and 0-4 mg. per 
kg. complete protection. The relation of the period of 
protection given by DHE 45 to that given by DHO 180 
is still being investigated. 

Preliminary clinical trials of DHE 45 on 10 patients so 
far suggest a decrease in severity and duration of irregu- 
larities, and in the author’s opinion an adequate dose 
should prevent spontaneous irregularities arising during 
cyclopropane anaesthesia in human beings. Systolic and 
diastolic blood pressure, pulse rate, and respiratory 
exchange were not affected by the administration of 
DHE 45. The possible site of action of the DH-alka- 
loids is discussed. ~ Vera N. Warren 


65. Capillary Fragility Studies (Géthlin Test) on One 
Hundred Patients receiving Dicumarol 

R. A. JUBELIRER and H. I. Gtueck. Journal of Labora- 
tory and Clinical Medicine {J. Lab. clin. Med.] 34, 448- 
457, April, 1949. 1 fig., 28 refs. 


In patients receiving dicoumarol therapy haemorrhage 
occasionally occurred when the prothrombin concentra- 
tion was not excessively low; it was also frequently 
noted that haemorrhage did not occur when the pro- 
thrombin concentration fell far below so-called haemor- 
rhagic levels. An attempt was therefore made to 
ascertain whether any correlation existed between the 
occurrence of haemorrhage and increased capillary 
fragility in patients receiving dicoumarol. A modified 
Gothlin test was used to assess capillary fragility, and 
Quick’s method for determining the prothrombin time. 


Of 100 patients studied, 7 with manifest haemorrhage — 


gave a negative Géthlin reaction, whereas in 7 others 
whose reaction to the test was positive no evidence of 
haemorrhage was ‘found. Six of the patients received 
dicoumarol continuously for 3 to 19 months; in none of 
these was a positive Géthlin reaction obtained. 

The limitations of the Géthlin and other tests for 
capillary fragility are discussed and reviewed. It is 
concluded that the status of the cutaneous capillaries as 
indicated by these tests does not reflect alterations that 
may occur in other portions of the capillary bed. 

L.J. Davis 


66. Antidiuretic Effect of Atropine. [In English] 

B. IssekuTz and G. HeTeny!. Archives Internationales 
de Pharmacodynamie et de Thérapie {Arch. int. Pharma- 
codyn.] 78, 591-594, 1949. 1 fig., 8 refs. 


It has been suggested that the antidiuretic effect of 
atropine may be due to a release of posterior pituitary 
hormone or to a direct effect on the renal tubules, 
decreasing water and chloride secretion. On this basis, 
atropine administration would not be expected to affect 
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the diuresis due to sodium sulphate or to hypophyseg. 
tomy. In rats, 1 mg. atropine per kg. subcutaneously 
reduced the diuretic effect of water, urea, sodium syl- 
phate, and formguanamine given orally, and also the 
diuresis after hypophysectomy. Chloride excretion was 
also decreased. Diuresis due to urea was also reduced 
by homatropine, which does not, like atropine, cause 
central stimulation. Atropine probably exerts its 
effect by a direct action on the kidney. Derek R. Wood 


67. Spartein as a Diuretic. English] 

Go Lu. Archives Internationales de Pharmacodynamie et 
de Thérapie {Arch. int. Pharmacodyn.}| 78, 109-114, 1949, 
1 fig., 19 refs. 


Sparteine sulphate, given subcutaneously or intra- 
venously to non-anaesthetized rabbits in doses of 5 to 
50 mg. per kg., decreased urine output. Theophylline 
and mersalyl given under the same conditions produced 
the usual diuresis. Results in dogs were less consistent, 
but in no case was diuresis produced by sparteine. It is 
suggested that the diuresis reported to have been caused 
by sparteine in auricular fibrillation may be secondary to 
its quinidine-like action. V. J. Woolley 


68. The Mechanism of Action of Local 

and Antihistamine Substances—A Problem of Permeability, 
(Der Wirkungsmechanismus der Lokalanisthetika und 
Antihistaminkérper—ein Permeabilitatsproblem) 

A. FLECKENSTEIN and A. Harpt. Klinische Wochen- 
schrift [Klin. Wschr.] 27, 360-363, June 1, 1949. 1 fig., 
bibliography. 


69. Recent Advances in the Domain of the Anti- 
histamine Substances: the Phenothiazine Derivatives 

_B. N. HALPERN. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.| 25, 323-330, May, 
1949. 23 refs. 


CHEMOTHERAPY 


70. New Possibilities of Treatment with Nitrogen 
Mustard. (Nowe modZliwosci leczenia nitrogranulo- 
genum) 
J. ALEKSANDROWICZ, J. BLICHARSKI, S. LEGEZYNSKI, 
§. SLopeK, and J. KowatczyKowa. Polski Tygodnik 
Lekarski [Polsk. Tyg. lek.] 4, 481-487, April 18, 1949. 
7 figs. 


The therapeutic effects of nitrogen mustard are being at 
present investigated at the Cracow Medical School, and 
this is a further report on the practical value of this drug. 
Nitrogen mustard when administered intravenously in 
doses of 0-01 to 0-02 mg. per kg. body weight has no 
toxic effect and can be safely given daily. The view that 
it acts adversely on the gonads and may lead to sterility 
has not been confirmed by the authors. Nitrogen 
mustard stimulates the formation of granulation tissue, 
facilitates absorption of inflammatory exudates, and 
activates regenerative processes. Encouraged by the 
results obtained with nitrogen mustard in dealing with 
infected wounds, bed sores, and tuberculosis of bones and 
lymph nodes, the authors investigated the action of 


nitr 
tube 
are | 
a fe’ 
case 
con: 
culo 
pho 
71. 
the 
Hye 
I. } 
Surg 
1 fig 
72. 
p-Al 
die 
zwis 
benz 
H. I 
Bak 
3 fig 
73. 
to tl 
the 
Stre 
G. 
scan 
74. 
Con 
(Cot 
algu 
a tre 
X. 
sifili 
1 fig 
75. 
ami 
E. ] 
194: 
T 
Uni 
Tex: 
Stan 
inc 
men 
adv: 
peni 
poo 
Gra 
dep 
T 
base 
was 
2-5° 
M 


nitrogen mustard in advanced cases of pulmonary 
tuberculosis. No details of the number of cases treated 
are given and a further survey is to be published later, but 
a few cases are described in which this treatment, in some 
cases combined with streptomycin administration, led to 
considerable improvement in chronic caseous tuber- 
culosis. The paper is illustrated with radiographs and 
photographs showing the results achieved. 

J. T. Leyberg 


71. Nitrogen Mustard Therapy. Clinical Studies on 
the Effects of Méethyl-bis (beta-Chloroethyl) Amine 
Hydrochloride upon Various Types of Neoplastic Disease 
I. M. ArteL and L. KANTER. American Journal of 
Surgery [Amer. J. Surg.] 77, 509-521, April, 1949. 
1 fig., 6 refs. 


72. The Quantitative Relations in Antagonism between 
p-Aminosalicylic Acid and p-Aminobenzoic Acid. (Uber 
die quantitativen Verhdltnisse beim Antagonismus 
zwischen p-Aminosalicylsiure (PAS) und p-Amino- 
benzoeséure (PABA) 

H. Hurni. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 12, 282-286, 1949. 
3 figs., 5 refs. 


73. Inhalation of Liquid Aerosols, with Special Reference 
to their Production, Penetration and Deposition, and to 
the Excretion of Inhaled Sulfonamide, Penicillin and 
Streptomycin. [In English] 

G. RootH. .Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 228, 1-53, 1949. 15 figs., bibliography. 


74. Investigations on the Fungistatic Action of Some 
Components of Vegetable Essences by Air Diffusion. 
(Comprobacién de la accién fungistatica que presentan 
algunos componentes de esencias vegetales, por difusién 
a través del aire) 

X. VILANOVA and M. Casanovas. Actas Dermo- 
sifiliograficas [Actas dermo-sif.] 40, 787-789, May, 1949. 
1 fig. 


75. A Study of Vehicles and Adjuvants for the Sulfon- 
amides and Penicillin 

E. J. Puctaski. Surgery [Surgery] 25, 681-710, May, 
1949. 43 refs. 


The author, who is now head of the Surgical Research 
Unit of the Brooke General Hospital, Fort Sam Houston, 
Texas, has made a complete study, from the American 
standpoint, of the various vehicles and adjuvants used 
in chemotherapy. A historical account of the develop- 
ment of antiseptics and chemotherapeutic agents is 
followed by a discussion of their mode of action and of the 
advantages and disadvantages of sulphonamides and 
penicillin in the treatment of surgical infections. The 
poor activity of penicillin and sulphonamides against 
Gram-negative organisms and the lack of a suitable 
depot-vehicle prompted the present investigation. 

The criteria for an ideal vehicle are discussed and the 
base coming closest to meeting the 19 requirements listed 
was found to be one consisting of ‘“* methocel 15 C.P.” 
2:5%, “ carbowax 4000” 22-5%, white petroleum jelly 
M—C 
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10%, and lecithin 0:2%, with propylene glycol. [The 
concentration of propylene glycol is not stated, but is 
presumably the balance of 64°8%. This is high.] In 
1944, however, the U.S. National Formulary Committee 
proposed a mixture of carbowax 1500 55%, carbowax 
4000 20%, and propylene glycol 25%, which was more 
satisfactory in use. The agents investigated for activity 
against Gram-negative organisms included acids, salts, 
alcohols, amides, amines, antibiotics, organic bases, dyes, 
heavy metal salts, detergents, oxidizing agents, organic 
mercurials and arsenicals, phenols, quinolines, and 
sulphonamides. The most effective were sodium diace- 
tate, p-chlorophenol, “‘ marfanil”, furacin, and strepto- 
thricin. However, they all have some disadvantage and 


- the author concludes by giving 10 reasons why topical 


application is undesirable, stating that “the topical 
application of antiseptics to wounds may be necessary 
under certain circumstances because of the unlikelihood 
of achieving adequate concentration by parenteral 
administration. With these exceptions, the therapeutic 
emphasis for the present must remain on the systemic use 
of suitable agents ”’. Malcolm Woodbine 


76. Clinical Evaluation of a New Sulfonamide— 
Gantrisan 

P. S. Ruoaps, F. A. Svec, and J. H. Rowr. Quarterly 
Bulletin of Northwestern University Medical School 
{Quart. Bull. Nthwest. Univ. med. Sch.| 23, 104-111, 
Spring, 1949. 9 refs. 


** Gantrisan formerly ““ NU 445 ”’, is 3 : 4-dimethyl- 
5-sulphanilamido-isoxazole. The in vitro bacteriostatic 
activity of the compound in synthetic media or tryptose 
broth against Bacterium coli, Streptococcus pyogenes and 
viridans, Staphylococcus aureus, and Pneumococcus 
types I and V was similar to that of sulphadiazine. The 
therapeutic activity was tested in a series of 53 adult 
patients suffering from a variety of bacterial infections, 
including 18 cases of urinary tract infection. The clinical 
results compared favourably with those obtained with 
other sulphonamides. In 38 cases concurrent treatment 
was given with penicillin or streptomycin. The usual 
dose by mouth was 1 g. every 4 hours. In meningitis 
the dosage for the first day was 8 to 12 g. for adults. 
In some cases the drug was given, intravenously or intra- 
muscularly, as the lithium salt in 20% aqueous solution, 
in doses of 1 or 2 g. every 4 or 8 hours. In the total of 
91 patients the reactions encountered were similar to those 
with other sulphonamide drugs; nausea occurred in 
5 cases, vomiting in 2 cases, and a generalized skin 
eruption in one case. About 30% of the drug was 
acetylated in the blood and about 35% in the urine. 

R. Wien 


_77. Experimental Evaluation of a New Gastrointestinal 


Antiseptic—Sodium Phthalylsulfacetimide 
D. Lenr. Gastroenterology [Gastroenterology] 12, 648- 
664, April, 1949. 2 figs., 20 refs. 


_78. Concentration in the Aqueous of Various Sulphon- 
“amides after Systemic Administration 

A. Sorssy. British Journal of Ophthalmology (Brit. J 
Ophthal.) 33, 347-358, June, 1949. 10 figs., 6 refs. 
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ANTIBIOTICS 


79. Laterosporin A and Laterosporin B, Antibiotics 
Produced by B. laterosporus 
E. M. Barnes. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 30, 100-104, April, 1949. 3 refs. 


When Bacillus laterosporus is grown in a medium 
containing 0-5% glucose, 0°5% solids extracted from 
yeast, 0-05% potassium dihydrogen phosphate, 0-05% 
potassium phosphate, and 0-5% ammonium sulphate, in 
tap water, adjusted to pH 6-6 in 1-litre quantities in 
4-cm.-deep layers in glass vessels for 3 to 4 days at 37° C., 
two chemically distinct antibiotics—laterosporin A and 
laterosporin B—are produced. 

The culture fluid is acidified to pH 2, and debris 
removed by settling or centrifuging; the pH is then 
raised to 6-5 to 7 and the active material adsorbed on 
0-5% Farnell grade 14 neutral charcoal, from which it is 
eluted by vigorous shaking with a mixture of 2 parts 
butanol and 3 parts 0-2 N hydrochloric acid. From the 
butanol extract the laterosporins are recovered by 
shaking with 2 volumes of ether and 0-2 volume of 
water; the water extract is then adjusted to pH 6°8 to 7 
and filtered. From this solution the laterosporins are 
precipitated as picrate by addition of saturated picric 
acid solution, the picrate dried in vacuo, and converted 
to hydrochloride by shaking with ethyl alcohol contain- 
ing 5% hydrochloric acid. The material soluble in acid 
alcohol is called laterosporin A; that insoluble is called 
laterosporin B. Total yield, 25 to 30%; occasional 
recovery, 50%; A-B ratio, 1 to 1-5. 

Laterosporin A-is apparently a peptide, heat-stable, 
not destroyed by trypsin, not extracted by water at any 
pH, by ether, chloroform, or amyl acetate; it dialyses 
through a “cellophane”? membrane. Latersporin B 
is very like laterosporin A, but is insoluble in ethyl 
alcohol. Both show some antibacterial activity against 
Staphylococcus aureus, Streptococcus pyogenes, Coryne- 
bacterium diphtheriae, C. xerosis, Mycobacterium phlei, 
Myco. smegmatis, Myco. tuberculosis (human), Sal- 
monella typhi,’ Salm. enteritidis, Bacterium coli, and 
Pseudomonas aeruginosa. C. L. Oakley 


80. Antibiotics from Aspergilli 

D. Gmt-Carey. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 30, 114-118, April, 1949. 
5 refs. 


81. The Nature of Some Antibiotics from Aspergilli 

D. Gm1-Carey. British Journal of Experimental 
Pathology [Brit. J. exp. Path.] 30, 119-123, April, 1949. 
15 refs. 


82. An Antibiotic Produced by Staphylococcus aureus 

J. F. GARDNER. British Journal of Experimental Patho- 
logy (Brit. J. exp. Path.] 30, 130-138, April, 1949. 1 fig. 
5 refs. 


83. Antibiotics from Penicillia 
H. S. Burton. British Journal of Experimental Patho- 
logy (Brit. J. exp. Path.] 30, 151-158, April, 1949. 8 refs. 


84. The Anti-borrelia Effect of Borrelidin 

M. Buck, A. C. Farr, and R. J. SCHNITZER. Transac- 
tions of the New York Academy of Sciences (Trans. N.Y, 
Acad. Sci.] 11, 207-210, April, 1949. 8 refs. 


The results are reported of treating experimental 
borrelia infection of mice with the newly isolated anti- 
biotic borrelidin. In the first experiment 16 mice were 
infected with 600,000 parasites intra-peritoneally; 20 to 
24 hours later 12 were given a single subcutaneous 
injection of borrelidin, the dose for 6 being 1-5 mg. per 
kg. body weight and for the others 0-75 mg. perkg. The 
4 untreated animals all died within 4 days of infection; 
all 6 animals given the larger dose of the antibiotic and 
2 of the 6 who had the smaller dose survived for 24 days, 
In a second experiment 18 mice were infected intra- 
abdominally with 800,000 parasites of a different strain; 
15 received a single subcutaneous dose of borrelidin a 
day later, 7 having 3 mg. per kg. and 8 1-5 mg. per kg. 
Once again the untreated controls died quickly; 6 of the 
7 given the larger dose of borrelidin and 3 of the 8 
given the smaller dose survived for 20 days. Further 
experiments showed that the curative dose of borrelidin 
for experimental mouse infection with three different 
strains of borrelia ranged from 0-815 mg. per kg. to 
3-6 mg. per kg. 

Borrelidin-like substances have been isolated from 
Streptomyces rochei rochei and from “clarase”’ and 
impure penicillin. Concentrates from these sources 
were also shown to have an anti-borrelia action in mice. 

A borrelidin-resistant strain of Borrelia obermeieri 
was prepared by serial passage in the antibiotic. This 
resistance was shown to be specific; the borrelia-resistant 
strain had not altered in sensitivity to oxophenarsine, 
myocrisin ’’, penicillin, or aureomycin. 

Borrelidin was without effect on trypanosomal infec- 
tions or rabbit syphilis, although in the latter infection it 
enhanced the action of penicillin. As the authors point 
out, impure penicillin has been shown to be more 
effective against rabbit syphilis than the crystalline 
material, and it is possible that this is due to the presence 
of a borrelidin-like substance. Mary Barber 


85. Enhancement of Penicillin Activity by Borrelidin 

E. GRUNBERG, D. ELpripGE, G. Soo-Hoo, and D. R. 
KELLY. Transactions of the New York Academy of 
Sciences [Trans. N.Y. Acad. Sci.) 11, 210-214, April, 


1949. 13 refs. 


The influence of borrelidin on the antistreptococcal 
activity of crystalline penicillin G was studied. Mice 
infected with approximately 1,000 MLD of a culture of 
Streptococcus pyogenes were later given a single sub- 
cutaneous injection of crystalline penicillin G with or 
without borrelidin. After a large number of preliminary 
experiments to determine optimum doses it was shown 
that the effect of a dose of penicillin conferring 40% 
survival was significantly enhanced by borrelidin. The 
CD 50 of penicillin for all groups of mice treated by a 
single injection was 0-56 mg. per kg. when given alone 
and 0-25 mg. per kg. when combined with borrelidin. 
Borrelidin similarly enhanced the effect of penicillin when 
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treatment was given in two injections, and when peni- 
cillin was given orally. A similar enhancement effect 
ef borrelidin on penicillin was shown in experimental 
infection of mice with meningococcal endotoxin. In 
both these mouse infections the effect of borrelidin 
together with crystalline penicillin resembled that of 
impure penicillin alone. Large doses of borrelidin inter- 
fered with the activity of penicillin and it was shown that 
if the ratio of penicillin to borrelidin was 1 to 0-3 or more 
most animals died. 

Experiments in vitro showed that borrelidin enhanced 
the action of crystalline penicillin on trichomonas and 
once again the action of the two antibiotics resembled that 
of impure penicillin alone. No enhancement effect of 


‘borrelidin was observed in experimental infections of 


mice with Strep. pneumoniae, Salmonella typhi, or Salm. 
schottmuelleri. Mary Barber 


86. Pertussis and Aureomycin 

J. A. Bett, M. PirrMan, and B. J. Public 
Health Reports, Washington [Publ. Hith Rep., Wash.] 64, 
589-598, May 13, 1949. 4 refs. 


This study deals with the treatment of experimental 
and clinical pertussis with aureomycin. 

Groups of mice were inoculated intracerebrally with 
Haemophilus pertussis in doses varying from 200 to 
200,000 organisms in 0-03 ml., representing an LD 50 
of from 1 to 700. Treatment by the subcutaneous route 
was begun after an interval of 6 to 96 hours, and the 
amount and duration of treatment among the different 
groups varied from a single dose of 0-078 mg. of aureo- 
mycin to a total amount of 32 mg. over a period of 8 days. 
The response to treatment was regarded as favourable 
in the majority of treated mice, death either being pre- 
vented or delayed. The fatality rate among untreated 
controls was little short of 100%, and death occurred 
early. The optimum time for the commencement of 
treatment was 48 hours after infection, and small frequent 
doses of the drug over a period of 8 days were more 
effective than large doses given singly, or infrequently over 
a shorter period of time. When a single large dose of 
aureomycin (10 mg. or over) was given to infected 
animals, death sometimes occurred early and was 
attributed to a combination of infection and drug 
toxicity. 

Twenty cases of human pertussis were treated with 
aureomycin. The drug was given by mouth over an 
8-day period in divided doses, the total dose being 0-5 g. 
per kg. body weight. The duration and frequency of 
paroxysmal cough were chosen as the criteria for assessing 
the effect of treatment. Paroxysms ceased within 30 
days in 85% of aureomycin-treated cases; the correspond- 
ing figure for untreated control cases was 21%. Treat- 
ment with aureomycin was most effective when started 
early in the course of the disease. The only side-effects 
of treatment were slight diarrhoea and yellow coloration 
of the urine in children who received large doses of 
the drug. 

The authors conclude that these preliminary findings 
are sufficiently encouraging to warrant an extended 
Clinical trial. G. B. Forbes 
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87. The Oral Use of Aureomycin in the Treatment of 
Late Cutaneous Syphilis 

P. A. O’Leary, R. R. KieERLAND, and W. E. HERRELL. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 24, 302-306, May 25, 1949. 2 figs., 
2 refs. 


Late, nodulo-ulcerative, syphilitic cutaneous lesions in 
2 elderly white men were successfully treated with 
aureomycin administered by mouth. The first patient, 
whose lesions had been present for 10 years, was given 
250 mg. of aureomycin every 6 hours for 3 days. The 
dosage was then increased to 500 mg. every 6 hours for 
3 days, then to 750 mg. every 6 hours for 2 days, and 
finally to 1 g. every 6 hours, until a total amount of 


56°5 g. had been given in 18 days. Resolution of the, . 


lesions was appreciable on the fifth day, after which they 
healed rapidly. Photographs of the lesion on the leg 
before and after treatment are reproduced and show 
rapid resolution and firm healing. The second patient, 
with 6-year-old lesions of a similar type, was given 
250 mg. of aureomycin every 6 hours for 2 days, by which 
time involution of the lesion was beginning. The dosage 
was increased to 1 g. every 6 hours, but nausea and 
vomiting after 5 days led to a reduction of the dose to 
500 mg., which was well tolerated. A total of 60 g. of 
aureomycin was given. The rapid resolution of the 
nodules and the speedy healing of the ulcers are again 
shown in three photographs. 

The authors also comment on their preliminary 
experience of the effect of aureomycin in neurosyphilis 
and report changes in the cerebrospinal fluid similar to 
those found after penicillin therapy. They were success- 
ful in detecting aureomycin in the cerebrospinal fluid in 
5 out of 7 cases. _V. E. Lloyd 


88. Production, Isolation and Antimicrobial, Notably 
Antituberculosis, Properties of Streptothricin VI 

D. Hutcuison, E. A. Swart, and S. A. WAKSMAN. 
Archives of Biochemistry [Arch. Biochem.] 22, 16-30, 
May, 1949. 4 figs., 14 refs. 


In this paper, the authors describe the properties of an 
antibiotic, “* streptothricin VI’’ (S VJ), isolated from a 
strain of Streptomyces lavendulae, The best primary 
yield was obtained by growing the organism in shaken 
cultures of starch-tryptone or glucose—peptone-—meat- 
extract broth. Methods of isolation and concentration 
similar to those used for streptomycin and streptothricin 
yielded a product with a potency of 400 to 500 units/mg., 
the unit being equivalent in antibacterial potency to 
lpg. of streptomycin. This substance was readily 
soluble in water, insoluble in organic solvents, and 
stable at temperatures between 5° and 25°C. at acid 
and neutral pH. At higher temperatures stability was 
greatest at pH 2. When an aqueous solution was 
passed through a Seitz “‘ EK ”’ filter, 96% of its potency 
was lost, but no loss occurred on filtering through 
sintered glass. 

The antibacterial spectrum of S VI closely resembled 
that of streptothricin, although there were slight quantita- 
tive differences. S VI was found to arrest growth of 
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nearly all the organisms in a streptothricin-sensitive 
bacterial culture and not to allow the development of 
resistant cultures. The action of S VI was tested against 
two strains of Mycobacterium tuberculosis, one sensitive 
and one resistant to streptomycin, and both strains were 
completely inhibited by S VI in a concentration of 20 
units per ml. of medium. Further experiments showed a 
synergistic action between streptomycin and S VI on 
Myco. tuberculosis. Experiments in mice showed that 
S VI protects these animals against Salmonella schott- 
miilleri infection and is rather less toxic than 
streptothricin. Mary Barber 
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89. The Use of Procaine Penicillin in Children 

J. L. Emery, S. M. Stewart, and D. G. H. SToneE. 
British Medical Journal (Brit. med. J.| 1, 845-846, May 14, 
1949. 10 refs. 


~ The authors report an investigation of the penicillin 
level in serum of 50 patients in the Children’s Hospital, 
Sheffield, after the intramuscular injection of procaine 
penicillin in arachis oil. Dosage was determined by age 
and the authors note that “‘ accurate measurement is 
difficult”. A minimum bacteriostatic level in serum of 
0-03 unit per ml. was found in 29 of the patients 24 hours 
after administration, but this was so variable that the 
authors conclude that a single daily injection of procaine 
penicillin is not adequate. They emphasize the difference 
between ambulatory patients and in-patients, both 
absorption and excretion of penicillin being more rapid 
in the former. 

[It would appear that disproportion of dosage as 
between infants and older children might account in 
part for the varying results. This adverse conclusion 
does not therefore appear justified, especially in such a 
small series.] R. N. Johnston 


90. The Excretion of Penicillin in Human Milk 

R. RoOZANSKy and A. BRZEzinsky. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 34, 497- 
500, April, 1949. 1 fig., 4 refs. 


The concentration of penicillin in milk after one 
intramuscular injection of from 200,000 to 600,000 units 
of penicillin G was investigated in 13 mothers. Penicillin 
content was estimated by a serial dilution technique, 
1 in 10 milk-saline being used as diluent and the Oxford 
Staphylococcus aureus as test organism. The end point 
was detected by the change from blue to green of brom- 
thymol blue. Samples were collected, with precautions 
to ensure sterility, after a breast feed had been given. 
Any sample found to be contaminated was rejected. The 
samples were taken before injection and 1, 2, 4, 6, and 9 
hours afterwards. Blood samples were taken simul- 
taneously in many instances. The average maximum 
concentration in milk was 0-3 unit per ml. and this was 
reached after 4 hours. A steady rise occurred after the 
first hour when the average concentration was 0:1 unit 
per ml.; this was also the level at 6 hours. In 3 instances 
small quantities were present at 9 hours. The level in 
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serum was much higher 2 hours after an injection, but 
by 6 hours was considerably lower, than the correspond- 
ing level in milk. J. E. M. Whitehead 


91. Phytopharmacological Studies on Penicillin. [In 
English] 

D. I. Macut. Archives Internationales de Pharmaco- 
dynamie et de Thérapie [Arch. int. Pharmacodyn.] 78, 
79-85, 1949. 13 refs. 


The author has determined for various substances a 
** phytotoxic index’’; this is the percentage of normal 
root growth of Lupinus albus seedlings, growing in a liquid 
medium, which is shown by seedlings growing in the 
presence of a toxic substance. For penicillin, this index — 
is 89 for 0-01 unit per ml. and 64 for 0-12 unit. Blood 
serum (1%) has an index of 74 and, with an addition of 
0-01 unit of penicillin, of 67. Streptomycin has approxi- 
mately the same effect per unit, and both antibiotics 
reduce the clotting time of the blood. It is suggested that 
both the phytotoxic effect and the effect on clotting may 
be of clinical value in determinations of concentrations of 
these antibiotics in the blood. V. J. Woolley 


92. Penicillin Plasma Concentrations. Increase and 
Prolongation with Carinamide and Newer Depot Penicillin 
Preparations 

W. P. BoGer and H. F. Furppin. Journal of the American 
Medical Association [J. Amer. med. Ass.] 139, 1131-1136, 
April 23, 1949. 11 figs., 15 refs. 


After the injection of penicillin 60% of the injected 
dose is excreted by the kidneys within one hour, and in 
each succeeding hour 70% of the remaining penicillin is 
excreted. Tubular excretion can be inhibited by dio- 
drast (diodone), p-aminohippurate, and carinamide 
(formerly known as caronamide). A concentration of 
carinamide in the plasma of 20 to 40 mg. per 100 mi. is 
desirable and the daily dosage of the drug required to 
maintain this level depends largely on the efficiency of 
the kidneys in excreting it. Doses of 3 g. of carinamide 
given by mouth concurrently with 3-hourly penicillin 
therapy resulted in a 2- to 30-fold increase in plasma 
penicillin level. Toxic effects of carinamide were 
slight, nausea occurring in 14% and vomiting in 6% of a 
series of nearly 2,000 patients. After the injection of 
300,000 units of procaine penicillin in sesame oil the 
average plasma concentration of penicillin in healthy 
subjects was maintained above a level of 0-03 unit per 
ml. for less than 24 hours, whereas a similar dose in 
patients with pneumonia produced a level exceeding 0-1 
unit per ml. for 40 hours. A single injection of 300,000 
units of procaine peniciliin in aluminium monostearate 
and peanut oil gave a therapeutically effective concentra- 
tion of penicillin in the plasma of healthy subjects for 
from 4 to 6 days, this preparation being more effective 
than aluminium penicillinate suspended in peanut oil. 

The authors conclude that when high concentrations of 
penicillin in the blood are required it is both reasonable 
and economical to employ carinamide, whereas repository 
penicillin preparations may be used to maintain a lower 
concentration over many hours. Geoffrey McComas 
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93. Non-specific Effects of Impure Penicillin 
J. UNGAR., British Medical Journal [Brit. med. J.] 1, 
654-657, April 16, 1949. 12 refs. 


Mice were injected intraperitoneally with ten LD 50 
of Salmonella typhi and with ten LD 50 of Strepto- 
coccus haemolyticus, after receiving a dose of either pure 
or impure penicillin 2 hours previously. Penicillin 
was given twice daily for 4 days and the number of mice 
surviving after 7 days was recorded. Those treated with 
impure penicillin were afforded better protection against 
Salm. typhi infection than those treated with pure 
crystalline penicillin G. Both preparations afforded the 
same degree of protection against infections due to 
Strep. haemolyticus. The levels of the drug in the blood 
produced by the two preparations in rabbits were not 
appreciably different. Experiments are described which 
indicate that the greater protective effect is partly due to 
the greater leucocytosis produced by the injection of 
the impure material, as a similar enhancement was 
obtained when the pure preparation was injected together 
with colloidal substances capable of inducing such a 
leucocytosis. J. E. M. Whitehead 


94. Penicillin in the Treatment of Subacute Bacterial 
Endocarditis 

T. K. RAMAN, B. RAMAMURTHI, and S. PINAKAPANI. 
Indian Heart Journal [Indian Heart J.) 1, 136-172, May, 
1949. 16 figs., bibliography. 


See also Section Microbiology, Abstract 194. 
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95. The Sensitivity of Bacteria Grown in the Presence 
of Streptomycin and of Killed Bacteria. (Sensibilité 
a la streptomycine de bactéries cultivées en présence de 
streptomycine et de bactéries tuées) 

R. Linz and E. LeCocg. Comptes Rendus des Séances 
de la Société de Biologie [C.R. Soc. Biol. Paris] 143, 
542-545, April, 1949. 9 refs. 


Streptomycin was added in various amounts to culture 
tubes which were later seeded with Staphylococcus 
aureus Oxford (3 x 104 staphylococci per ml. of culture 
medium) and kept at 37°C. Growth was observed 
within one day in tubes containing up to 1:25 pg. of 
streptomycin per ml.; a more tardy development 
occurred in the presence of 2:5 zg. per ml. The sensi- 
tivity to streptomycin of the different colonies was 
measured by Linz’s method [C. R. Soc. Biol. Paris, 1947, 
141, 863]. It was found that in those tubes in which the 
population had failed to increase or had actually de- 
creased the surviving bacteria were as sensitive to strepto- 
mycin as those which had not been exposed to it. In the 
tubes in which a tardy growth had taken place the 
resulting strain was found to be somewhat more resistant. 
Similar results were obtained with Pseudomonas aeru- 
ginosa. 

Adding a concentrated suspension of dead bacteria 
(for example, Pseudomonas aeruginosa killed by heating 
to 57°C.) reduced the sensitivity to streptomycin of 


living colonies of the same species. Yet sensitivity to 
streptomycin remained unchanged in the case of the 
bacteria which did not multiply. In these experiments 
too, only the bacteria which multiplied in the presence of 
streptomycin became more resistant to it. The antagon- 
istic effect of the dead bacteria cannot therefore be 
explained by a stimulation of the resistance of living 
bacteria. The authors suggest that killed bacteria may 
yield some substance which can take the place of strepto- 
mycin in microbial metabolism. F. N. Fastier 


96. Studies on Antibiotics in the Cerebrospinal Fluid. 
I. The Inhibitory Effect of Normal Cerebrospinal Fluid on 
the Antibacterial Action of Streptomycin 

R. G. JorDAN and F. S. Hitt. Journal of Pediatrics [J. 
Pediat.) 34, 579-582, May, 1949. 5 refs. 


The antibacterial action of streptomycin on Bacillus 
circulans was diminished in the presence of small volumes 
of normal cerebrospinal fluid. The amount of strepto- 
mycin necessary to inhibit growth of the test organism 
in broth containing 0-5 ml. of cerebrospinal fluid was 
approximately 10 times that required to inhibit growth in 
broth to which was added a similar volume of saline. 
This effect was noted with specimens of cerebrospinal 
fluid from 17 subjects with no evidence of meningeal 
disease; in some cases as little as 0-1 ml. of cerebrospinal 
fluid exerted a slight but definite antagonistic action. 

Further studies on the mechanism of this antagonism 
and its bearing on the treatment of meningitis by intra- 
thecal injection of streptomycin are in progress. 

G. B. Forbes 


97. Pharmacologic Studies of the Neurotoxic Properties 
of Streptomycin. I. The Relationship Between Acute 
and Delayed Neurotoxic Effects. [In English] 

H. Mo.uitor and S. Kuna. Archives Internationales de 
Pharmacodynamie et de Thérapie {Arch. int. Pharma- 
codyn.} 78, 197-202, 1949. 5 figs., 3 refs. 


The neurotoxic properties of certain batches of strepto- 
mycin were thought to be associated with the presence of 
a factor or factors which influenced the pharmaco- 
dynamic, biochemical, and pathological properties of 
the streptomycin, since they varied with the purity of the 
sample, being particularly pronounced in samples of low 
purity. The neurotoxicity of a single intracisternal 
injection of a sample of streptomycin was therefore 
studied in animals and a significant difference was found 
between various batches. The incidence of acute neuro- 
toxicity elicited by the single intracisternal dose paralleled 
that of delayed effects produced by repeated intramuscular 
and subcutaneous injections. In the latter case the length 
of time before symptoms appeared depended on the 
number of injections and the size of the dose. 

The authors suggest that the neurotoxic factors are 
chemically related compounds or degradation products of 
streptomycin; experimentally, streptidine added to 
streptomycin will enhance its neurotoxic properties. 
They point out that the potency of a sample of strepto- 
mycin as measured by its antibacterial efficacy or by the 
chemical assay of streptomycin base fails to take into 
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account the marked pharmacological action of any 
impurities which do not influence the’ usual micro- 
biological and chemical assays. Vera N. Warren 


98. Effect of Streptomycin Therapy on the Bacterial 
Flora of the Throat } 
C. P. MiLter and M. BoHNHOFF. American Journal of 
Medicine {|Amer. J. Med.] 6, 417-423, April, 1949. 
4 figs., 10 refs. 


From the throats of patients receiving streptomycin 
therapy for tuberculosis, ulcerative colitis, brucellosis, 
urinary-tract infections, or prophylactically before 
surgical operation, cultures were made periodically on 
blood-agar plates containing 200 or 400 yg. of strepto- 
mycin per ‘ml. After a preliminary period at the 
beginning of treatment when no organisms were grown 
on the plates, organisms began to appear and gradually 
increased in number until 50 or more colonies were 
obtained. They tended to appear more quickly—that is, 
after 1 or 2 weeks—in patients who were receiving small 
doses (0-5 to 0-75 g. per day). Most of the organisms 
isolated in this way were resistant to streptomycin, but 
some were streptomycin-dependent. They were all 
members of species usually present in the throat, although 
a greater number of yeasts were cultivated than is usual. 
Streptomycin-resistant organisms were found in greater 
numbers in the throats of nurses in charge of the patients 
than among those—such as students and laboratory 
personnel—who had no contact with patients. R. Hare 


99. Effect of Streptomycin on Blood Clotting Time and 
Prothrombin Time in Man 

L. Exson. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 421-426, April, 1949. 13 refs. 


This investigation, was carried out on 42 patients 
suffering from pulmonary tuberculosis, who were 
divided into a group of 21 treated with streptomycin 
and a control group of 21 not so treated. Attempts 
were made to determine whether streptomycin alters the 
blood coagulation and prothrombin times by (a) examin- 
ing serial blood samples taken 0, 15, 45, and 90 minutes 
after the morning dose of streptomycin and (6) by 
examining single blood samples taken at a standard time 
each day. No effect on the prothrombin time (Quick 
procedure) could be found by either method. In 
patients treated with streptomycin a small but statisti- 
cally significant fall in clotting time was found 15 minutes 
after the morning dose, followed at 90 minutes by a 
similar rise above the pre-injection level. At the same 
time, however, a significant fall in clotting time was 
found in the control group at 45 to 90 minutes, although 
no fall was found at 15 minutes. No differences could 
be demonstrated in the daily samples as between controls 
and treated cases. The author concludes that although 
the experiments are inconclusive, streptomycin may have 
some anticoagulant effect. C. L. Oakley 


100. Crystalline ycin Sulfate 
I. A. Sotomons and P. P. REGNA. Science [Science] 
109, 515, May 20, 1949. 1 fig., 1 ref. 
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101. Crystalline Salts of Dihydrostreptomycin 

F. J. Wor, E. T. ELMENDorRF, R. G. DENKEWALTER, and 
M. TISHLER. Science [Science] 109, 515-516, May 20, 
1949. 2 refs. 


102. Experimental Klebsiella Meningitis Treated with 
Intrathecal and Intramuscular Streptomycin 

G. Zusrop. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.] 84, 461-469, May, 1949, 
25 refs. 


TOXICOLOGY 


103. Necrotizing Tonsillitis due to Nitrogen Mustard, 
(Nitrogen mustard ve anjin nekrotizan) | 

B. Beter. Turk Tip Cemiyeti Mecmuasi [Turk tip Cem. 
Mec.) 15, 252-258, May, 1949. 


In the case described a man of 43 had been treated 
with x rays for Hodgkin’s disease with temporary success, 
The presence of anaemia and high pyrexia made further 
irradiation undesirable. He was therefore given nitro- 
gen mustard intravenously in the usual dose of 0-1 mg. 
per kg. body weight. He received five injections on 
successive days; on the 17th day after the beginning 
of treatment his general condition deteriorated greatly and 
a severe necrotizing tonsillitis developed. One month 
later, transient improvement was observed but pyrexia 
and painful enlargement of liver, spleen, and lymph 
nodes reappeared and did not yield to treatment. This is 
believed to be the first report of a case of necrotizing 
tonsillitis due to administration of nitrogen mustard. 

Fikret Rassim 


104. Pamaquine Poisoning in Man, with a Clinico- 
pathologic Study of One Case 

A. C. Loken and W. HAYMAKER. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 29, 341-352, 
May, 1949. 4 figs., 22 refs. 


A white man aged 23 years, in hospital with benign 
tertian malaria, was given quinacrine (mepacrine) 
0-66 g. daily from September 16 to 19, 1944, and quinine 
0-66 g. thrice on September 21 and once on September 22; 
but on September 22 he was also given, by mistake, three 
doses of 0-4 g. of pamaquin, that is, about 20 times the 
ordinary dose, and died from its effects on September 29 
in spite of daily infusions of glucose-saline and two trans- 
fusions of blood. He became cyanosed and suffered 
from pain in the abdomen, back, chest, and jaw, nausea 
and vomiting, dysphagia, blurred vision, numbness of the 
face, difficulty in speaking, profuse sweating, and dys- 
pnoea. Haemoglobinuria was present on September 23, 
24, and 25. The methaemoglobin level in the blood was 
not determined during life but very soon after death it was 
4 percent. A necropsy was carried out 15 minutes after 
death. Both lungs showed acute lobular pneumonia, 
there was cloudy swelling of the convoluted tubules of 
the kidneys, and small degenerative lesions occurred in 
certain parts of the brain—basis pontis, globus pallidus, 
and nuclei of the 3rd, 4th, 6th, and 8th cranial nerves. 
Perivascular oedema was present in many parts of the 
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brain. These lesions are shown in photomicrographs. 
The authors conclude that death was due to prolonged 
hypoxia complicated by pneumonia [see also Abstracts 
of World Medicine, 1949, 5, 539]. J. F. Corson 


105. Adrenal Insufficiency During Poisoning with 
Amanita phalloides. Treatment with Cortical Hormone. 
(Atteinte de la surrénale au cours de l’intoxication 
phalloidienne: essai de traitement par les hormones 
cortico-surrénales) 

J. and A. PreirFeR. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 79, 273-281, 1949. 18 refs. 


In Amanita phalloides poisoning the symptoms and 
chemical changes in the blood are similar to those found 
in acute adrenal insufficiency. Only 3 of 25 untreated 
rats survived for 8 days. The survival rates in treated 
rats were: after treatment with 10% sodium chloride 
solution, 18 out of 25; with cortical extract, 17 out of 
25; and with desoxycorticosterone acetate, 5 out of 20. 
Cortical extract and saline should be tried clinically in 
treatment of cases of poisoning with Amanita phalloides. 

Derek R. Wood 


106. Arsenical Encephalopathy Treated with BAL. 
(Encefalopatia arsenical tratada con BAL) 

J. GOMEZ ORBANEJA and A. Risco. Actas Dermo- 
sifiliograficas [Actas dermo-sif.] 40, 783-786, May, 1949. 


The patient, a man of 22, had serum-negative primary 
syphilis and had received a total of 5-70 g. neoarsphen- 
amine and 1-27 g. bismuth metal over a period of about 
6 weeks when he developed symptoms and signs typical 
of severe arsenical encephalopathy. The cerebrospinal 
fluid gave a positive reaction for globulin and contained 
50 cells perc.mm. He was treated with 4 ml. (200 mg.) 
BAL every 4 hours for eight doses, and then at longer 
intervals to a total dose of 2°8 g. He was also given 
aneurin and magnesium sulphate intravenously on two 
occasions. Improvement began after the second BAL 
injection, and complete recovery ensued. 

James Marshall 


107. Treatment of Chronic Addiction to Alcohol with a 
Sensitizing Drug. (Leczenie alkoholizmu przewleklego 
srodkiem uczulajacym) 

H. Zasyaczkowski. Polski Tygodnik Lekarski [Polsk. 
Tyg. lek.] 4, 504—505, April 18, 1949. 


Observations made by Danish workers are discussed 
and contrasted with the author’s own experience of treat- 
ment of alcoholism with “‘antabuse”’ (tetraethylthiuram- 
disulphide). Discrepancies with the findings of others 
were noted, namely, the aggravation of bronchial asthma 
in an alcoholic patient who took alcohol after using 
antabuse, and the relatively short influence of antabuse 
(only about 40 hours, and not 6 to 8 days as has been 
Suggested by others). The author noted a hypnotic 
effect of antabuse on patients and this phenomenon com- 
bined with the physiological existence of traces of alcohol 
in the blood of people who are not taking the latter leads 
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him to conclude that the statement that the drug is safe 
cannot be accepted unreservedly. J. W. Czekalowski 


108. Formation of Acetaldehyde in the Organism in 
Relation to Dosage of Antabuse (Tetraethylthiuramdi- 
sulphide) and to Alcohol-concentration in Blood. [In 


English] 


J. HALD, E. JACOBSEN, and V. LARSEN: Acta Pharmaco- 
logica et Toxicologica [Acta pharmacol., Kbh.| 5, 179-188, 
1949. 9 refs. 


Poisoning with Arsenic Trioxide and other Arsenical 
Compounds, with some Remarks on the Manifestations 
of Arsenic Poisoning. [In English] 

F. HANSEN and K. O. M@LLER. Acta Pharmacologica et 
Toxicologica [Acta pharmacol., Kbh.| 5, 135-152, 1949. 
20 refs. 


110. Lithium: its Effect on Human Spermatozoa, Rat 
Testicular Tissue and upon Rats in vivo 

J. MACLEop, R. C. SWAN, and G. A. AITKEN. American 
Journal of Physiology [Amer. J. Physiol.] 157, 177-183, 
May, 1949. 14 refs. 
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111. Epileptic Attacks as Manifestations of Industrial 
Poisoning with Trimethylenetrinitroamine (T,). (Attacchi 
epilettici come manifestazione di intossicazione profes- 
sionale da trimetilentrinitroamina (T,)) 

M. Barsotti and G. Crotti. Medicina del Lavoro 
[Med. d. Lavoro] 40, 107-112, April, 1949. 


Trimethylenetrinitroamine (“*T,”) is used as an 
explosive in many countries and obtained by the action 
of nitric acid on hexamine. In the last war it largely 
replaced T.N.T. Workers in the factories where it was 
made, particularly in the drying and pulverization pro- 
cesses, developed*epileptiform attacks attributed to the 
inhalation of particles of the substance. Such attacks 
were sometimes preceded by a few days during which 
insomnia, restlessness, nervous irritability, and anxiety 
were noted. Loss of consciousness was sudden and 
associated with tonic-clonic convulsions, biting of the 
tongue, urination, and sometimes loss of spermatic fluid. 
The convulsive state lasted for a few minutes and was 
followed by coma and loss of reflexes for some hours. 
Some operatives had only attacks of irregular movements 
lasting for a few minutes, others had loss of consciousness 
without convulsions, or feelings of faintness or confusion. 
A few had extreme vertigo with vomiting. Some had 
such vertigo and vomiting before a classical epileptiform 
attack. None of the 17 patients seen by the authors 
had a previous history of convulsions. In some a first 
attack seemed to predispose to subsequent ones at a 
lower concentration of dust. 

It seems possible that T, has a vasoconstrictor action 
and excites the cortical cells. Because of inheritance or 
previous disease some subjects may be unduly sensitive 
to this substance. The victims among the workers 
observed seemed to be hearty eaters and drinkers. Pre- 
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vention lies in the field of industrial hygiene. Removal 
from the cause gave complete relief with no apparent 
sequelae. G. C. Pether 


112. Hyperthyroidism and Chronic Mercury Poisoning. 
(Ipertiroidismo e mercurialismo cronico) 

G. Medicina del Lavoro (Med. d. Lavoro} 40, 
113-124, April, 1949. 22 refs. 


Chronic mercurialism has points of similarity with 
hyperthyroidism. Many authors have noted a transition 
from chronic mercury poisoning to a fully developed 
Graves’s syndrome. - The present author records observa- 
tions on 840 workers in a hat factory of whom about 100 
were examined regularly for suspected or obvious 
mercurialism. Ina period of 5 years 179 undoubted cases 
were noted. Of those with evidence of hyperthyroidism 
the majority were young, whereas most cases of chronic 
mercurialism were in older people. More women than 
men suffered from thyroid disease, namely, 47 out of a 
total of 56; not all had hyperthyroidism, for other 
syndromes were included. The frequency of thyroid 
disease among those exposed to a great mercury hazard 
was about a quarter of that in workers less exposed to 
risk. Calculation of probability by Yule’s method 
suggested that 12 workers with mercurialism should 
have had thyroid disease whereas only 7 actually 
suffered in this way. The author thinks that any relation 
between the two disorders is unlikely. G. C. Pether 


113. Treatment of Toxic Agranulocytosis, with Special 
Reference to That Due to Benzene. (Le traitement des 
agranulocytoses toxiques, en particulier benzoliques) 
M. Duvoir, L. DeERoBERT, and M. GAULTIER. Archives 
des Maladies Professionnelles [Arch. Mal. prof.] 10, 
5-25, 1949. 26 refs. 


This paper reports a number of disconnected clinical 
and experimental results; by treatment of human subjects 
suffering from blood dyscrasias after exposure to 
benzene and of guinea-pigs and rabbits poisoned with 
benzene, the authors sought to assess the value in treat- 
ment of methionine, cystine, pyridoxine, folic acid, and 
penicillin. [The relevance of the animal experiments to 
the clinical studies is difficult to follow, especially as the 
authors remark that air concentrations of benzene 
vapour Causing symptoms in man do not affect guinea- 
pigs.] Agranulocytosis may be a clinical entity of 
unknown origin which needs for its onset the presence 
of some other factor (a deficiency or infection) besides 
exposure to a poison. T. A. Lloyd Davies 
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114. Transfusion of Placental Blood. 
sang placentaire) 

N. PALacios Costa. Gynécologie et Obstétrique [Gynéc. 
et Obstét.] 48, 251-257, 1949. 


The use of placental blood for transfusion, as practiced 
at the Gache Obstetrical Institute, Buenos Aires, is 
described. Immediately after the expulsion of the 


(La transfusion de 


foetus, blood is collected from the cut end of the umbilica] 
cord into 75 to 100 ml. of the anticoagulant solution 
recommended by the Institute of Haematology at 
Moscow (sodium chloride 7 g., sodium citrate 5 g,, 
potassium chloride 0-2 g., magnesium sulphate 0-004 g,, 
distilled water 1,000 g.). Bacteriological tests are made, 
the Kahn reaction and blood group determined, and the 
blood mixed with placental blood of the same group 
from other sources for transfusion. 

Details are given of the various components of the 
placental blood so recovered. The number of erythro- 
cytes in undiluted cord blood is never found to exceed 
5,000,000 per c.mm. and the average is 4,980,000. The 
pooled blood employed for transfusion, which is diluted 
with an approximately equal volume of anticoagulant, 
is found to contain about 2,000,000 erythrocytes per 
c.mm. The average calcium content is 11 mg. per 100 
ml. The erythrocyte sedimentation rate (Westergren) 
was 1 mm. in | hour and 3 mm. in 2 hours in one sample, 
and 3 mm. and 5 mm. respectively in another. A total 
of 804 patients have received transfusions. Reactions 
occurred in about 10%, but these were all of a minor 
character and there have been no fatalities. Blood has 
been used after storage in a refrigerator for periods of up 
to 34 days. 

It is concluded that transfusion of placental blood is 
effective, safe, easy, and very economical. It is con- 
sidered to be an ideal solution of the problem of supply- 
ing blood for transfusion. 

[Transfusion of placental blood has been tried in'many 
centres, but has been generally abandoned in Great 
Britain on account of the many difficulties encoun- 
tered. No mention is made in this article of deter- 
mination of the Rh factor, surely an important and 
possibly dangerous omission.] Josephine Barnes 


115. Experimental Studies on Blood Transfusion. II. 
Elimination of Biliary Pigments after Transfusion of 
Conserved Blood and of Plasma. General Considerations. 
(Studio sperimentale sulle trasfusioni di sangue. II. 
L’eliminazione dei pigmenti biliari dopo trasfusioni di 
sangue conservato e di plasma. Considerazioni generali) 
V. LaupiceLtta. Archivio Italiano di Chirurgia [Arch. 
ital. Chir.] 71, 85-102, 1949. 2 figs., 15 refs. 


Basing his work on previous studies of bile pigments 
after transfusion of fresh blood (Arch. ital. Chir., 1948, 
70, 91) the author carried out similar investigations after 
transfusion of stored blood and of plasma. Dogs were 
bled and the blood was mixed with sodium citrate or with 
*“ novotrans”’ [no formula given]. After storage for 
4 days or less the blood was transfused to other dogs. A 
quantity of blood equalling the amount to be given was 
withdrawn from recipients before the transfusion. The 
quantity transfused was 50 to 130ml. Bile pigments were 
collected through a bile fistula and estimated by a photo- 
electric method. An increase in the elimination of bile 
pigments was observed after transfusion of stored blood 
but not after plasma transfusion. The authors concluded 
that the increase in the excretion of bilirubin after trans- 
fusion of blood was due to. the haemolysis of the trans- 
fused erythrocytes. Kate Maunsell 
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116. Iron Overload (Hemosiderosis) Aggravated by 
Blood Transfusions 

E. E. MumRHEAD, G. Crass, F. Jones, and J. M. HILL. 
Archives of Internal Medicine [Arch. intern. Med.] 83, 
477-501, May, 1949. 9 figs., 27 refs. 


Five cases of iron overload of the tissues aggravated 
by blood transfusion are described. In 2 cases the 
condition was diagnosed as haemolytic anaemia (not 
relieved by splenectomy), in two as “ aplastic anaemia ” 
(not relieved by splenectomy), and in one as pernicious 
anaemia and portal cirrhosis of the liver. It is pointed 
out that each of these conditions is normally associated 
with a high iron content of the tissues but that in the 
present cases the iron was so abundant that haemo- 
chromatosis was simulated. Blood transfusions in these 
cases afforded a rich source of excess iron, but a calcula- 
tion from the known amounts of blood given showed that 
the amount of iron infused could not nearly account for 
the gross excess. Nevertheless the infusion of iron must 
have aggravated the existing metabolic abnormality, and 
a warning is therefore given against unnecessary blood 
transfusions where iron overload is suspected. 

John F. Loutit 


117. Observations on the Racial Distribution of 
Variants of Blood Type rh’ 

J. L. UnNcer and A. S. Wiener. Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N. Y.] 70, 629-630, April, 1949. 8 refs. 


118. Replacement Transfusion Technique in the New- 
born 
J. W. FARQUHAR and I. C. Lewss. Lancet [Lancet] 1, 
953-955, June 4, 1949. 1 fig., 12 refs. 


119. The Survival of Malaria Parasites in Preserved 
Blood. (Uber das Verhalten der Malariaparasiten im 
konservierten Blut) 

K. BoveNTER. Zeitschrift fiir Tropenmedizin und Para- 
sitologie {Z. Tropenmed. Parasit.] 1, 91-101, 1949. 20 
refs. 


The blood obtained from patients infected with 
Plasmodium vivax and P. falciparum was preserved, in 
3:1 and 10: 1 ratios, in a medium consisting of 5 g. of 
sodium citrate, 40 g. of dextrose, and 1,000 ml. of dis- 
tilled water. The morphology of the preserved parasites 
was studied for 5 to 150 days; some of the plasmodia 
degenerated immediately after the withdrawal of the 
infected blood from the human host, while others were 
transformed into resistant forms; these were recognized 
by the absence of schizogony, disappearance of the food 
vacuole, and a tendency to form the gamete-like round 
cells. The resistant forms, found mostly outside the 
erythrocytes, also degenerated subsequently. Experi- 
ments with the preserved blood at 37°, 21°, and 4° C. 
showed that at 4° C. degeneration was slowed down and 
the number of resistant forms was greater than at 37° or 
21°C. In 5 out of 32 cases artificial infection (3 falci- 
parum and 2 vivax infections) was reproduced in human 
recipients after transfusion of the preserved infective 
blood. The longest period during which the blood with 
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tertian parasites preserved at 4° C. remained infective as 
tested by transfusion was 10 days; the corresponding 
figure for P. falciparum was 21 days. H. P. Fox 


120. Anti-Rh Agglutinins. Their Clinical Significance 
A. W. FriscH and V. JACKETS. American Journal of 
Clinical Pathology {Amer. J. clin. Path.) 19, 435-441, 
May, 1949. 25 refs. 


Rh-antibody titrations with doubling dilutions were 
made against CDe/cDE cells in saline. The test samples 
were incubated at 37° C. for 1 hour, centrifuged at 1,000 
revolutions per minute (r.p.m.) for 1 minute, and the 
sediments examined by tilting the tubes. The tubes 
without agglutination were centrifuged again, and the 
saline was withdrawn. The cells were re-suspended in 
30% bovine albumin and centrifuged once more (1,500 
t.p.m. for 3 minutes) and examined [presumably by 
tilting the tubes as before]. 

The authors state that the Coombs’s test is less sensitive 
than their albumin method. However, they quote one 
case of typical erythroblastosis, in which post-partum 
maternal serum contained no agglutinins, but was 
capable of “ sensitizing ’’ cells to a titre of 256. The 
authors claim that antibody titres of 8 or more were 
associated with an affection of the foetus in almost all 
cases, and that the presence of “ albumin agglutinins ” 
and antibody titres exceeding 32 tended to increase the 
severity of the haemolytic disease. 

[These conclusions are based on only 71 cases of iso- 
immunization in pregnancy.] John Murray 


DDT INSECTICIDE 


121. Effects of DDT Dusting on Domestic Rats Under 
Colony and Field Conditions 

J. E. Dent, H. B. Morian, and E. L. Hitt. Public 
Health Reports, Washington [Pbl. Rep., Wash.] 64, 
666-671, May 27, 1949. 1 fig., 5 refs. 


During the period November 22, 1946 to February 27, 
1948, 119 Rattus rattus were introduced into a “ rat 
proof’ concrete building measuring 100 by 20 ft. 
(306 m.). Ten “ harbourage boxes”’ were placed in 
the room, and food, water, and nesting materials were 
provided throughout the course of the experiment. A 
week after stocking had beerr completed a count showed 
that there were 113 rats surviving. After this count 
10-5 lb. (4-77 kg.) of 10% DDT in pyrophyllite was 
distributed in such a way as to ensure that rats crossed 
bands of DDT surrounding food, water, and the various 
runs. This DDT dusting not only decreased the flea 
population considerably but also affected the rat popula- 
tion directly, so that 32-7% of the rats apparently died 
from DDT pois6ning, as shown by the finding of lethal 
amounts of DDT and its derivative DDA (p, p’-di- 
chlorophenylacetic acid) in their livers and fat within 
7 weeks, while 36-3% died within 11 weeks of the laying 
down of the DDT. “Such rates are in excess of those 
to be expected under field conditions where rats can 
exercise greater freedom in avoiding unfavourable 
conditions ”’. R. M. Gordon 
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122. Mental Backwardfiess and Juvenile Delinquency. 
(Intellektuell efterblivenhet och ungdomskriminalitet) 
M. Svenska Liékartidningen [Svenska 
Léakartidn.] 46, 241-246, Feb. 4, 1949. 11 refs. 


The author carried out intelligence tests on 500 con- 
scripts and correlated the results with their criminal 
record, if any, before the age of 21. He did not find any 
significant correlation between low intelligence and 
delinquency. The same results were obtained with two 
different types of test—the point scale and the Terman— 


- Merrill word list. In order to elucidate the matter 


further, the author has also compared the results obtained 
in the routine admission tests for conscripts with their 
criminal record, if any, in the case of two large groups— 
one from the countryside and one from Stockholm— 
called up in 1946. There was no significant difference in 
criminal record between those of subnormal and those of 
average intelligence, but those of more than average 


intelligence had a lower incidence of convictions than - 


either. B. Nordin 


123. The Post-mortem Blood Sugar 

J. I. Tonce and J. S. WANNAN. Medical Journal of 
Australia [Med. J. Aust.] 1, 439-447, April 2, 1949. 
19 refs. 


In cases of sudden death the clinical data may be mis- 
leading or completely absent. It may be important to 
consider diabetic or hypoglycaemic coma as possible 


causes of death, and in these conditions the morbid . 


anatomical findings are likely to be insignificant. The 
potential value of post-mortem blood sugar estimations 
was therefore investigated by the authors. After death, 
glycogen disappears rapidly from the liver and the 
glucose diffuses through the inferior vena cava to the 
right side of the heart. Thus, in blood taken from the 
right side of the heart the glucose levels are far in excess 
of those found in blood from the left side. In normal 
blood sugar estimations not all the material determined 
by the usual reduction methods is glucose; 15 to 30 mg. 
of reducing substances per 100 ml. cannot be removed by 
either spontaneous glycolysis or yeast fermentation. 
The “ other reducing substances ”’ in the living subject 
are not affected by physiological and pathological condi- 
tions that greatly alter the concentration of glucose in the 
blood. Since these reducing substances are present in 
normal blood from the living subject, it was considered 
that they might be partly responsible for the high figures 
obtained in post-mortem blood as a result of autolysis 
after death. The authors found that post-mortem blood 
contains considerable quantities of non-fermentable 
reducing substances, products of autolysis, which render 
erroneous both the Hagedorn-Jensen and Schaffer— 
Hartmann methods of estimating glucose and that the 
true glucose level can be determined only after yeast 
fermentation. They found that it is essential that blood 
be obtained at necropsy from the left ventricle, as this 
gives the closest approximation to the true blood glucose 
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level existing at the time of death. The authors give 
details of the technique used for determining the true 
glucose level and the precautions necessary for accuracy, 
Sugar gradually disappears from blood when it is allowed 
to stand; this is brought about by an intracellular 
enzyme. At body temperature, 10 to 20 mg. of glucose 
per 100 ml. of blood per hour are broken down, the rate 
being apparently independent of the initial concentration 
of glucose in the blood. Glycolysis is retarded by chill- 
ing, accelerated by warming to body temperature, and 
ceases if the blood is heated to 58°C. There are many 
other factors influencing the rate of glycolysis in vitro, and 
the process becomes still more complex when attempts are 
made to determine the rate of glycolysis post mortem, 
An accurate study of the rate of glycolysis in the cadaver 
is impossible. 

- The total reducing substances, true glucose, and 
“other reducing substances”? were estimated in 145 
samples of blood taken post mortem from the right 
atrium and left ventricle. The findings suggest that 
diffusion of glucose to the right atrium from the liver 
takes place within 2 to 3 hours after death. In the 
control series, where the agonal blood sugar level was 
presumed to be normal, the wide variation of the true 
glucose levels at varying times after death leads to the 
conclusion that any figure for the true glucose level from 
the left ventricle under 200 mg. per 100 ml. is probably of 
no significance. In advanced decomposition no glucose 
is present in the blood, but the level for reducing sub- 
stances other than glucose is high. Examination of 
post-mortem blood sugar is of little value in providing 
corroborative evidence of an asphyxial death. From the 
results in 5 diabetics it would seem that estimation of the 
true glucose level from the left ventricle provides valuable 
evidence post mortem when diabetic coma is suspected. 
It would appear that blood should be taken very soon 
after death for sugar estimations to be of any significance 
in hypoglycaemia. Gilbert Forbes 


124. Blood Alcohol Content: Some Aspects of its Post- 
mortem Uses 


K. M. BowpDeN and N. E. W. McCattum. Medical: 


Journal of Australia (Med. J. Aust.] 2, 76-81, July 16, 
1949. 6 refs. 


It is of very great importance medico-legally to be able 
to determine to what extent a person was under the 
influence of alcohol at the time of his death. In order to 
do this it has been customary to take a sample of heart 
blood after death and determine its content of volatile 
reducing substances—substances which behave as 
alcohol. Before this figure can be used as an index of 
the alcohol content of the blood at the time of death it is 
necessary to answer the following questions: (1) Are any 
volatile reducing substances produced during life in the 
body tissues or in the blood stream either in health or 
disease which behave as alcohol for the purposes of 
estimation? (2) Are any volatile reducing substances 
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which behave as alcohol produced in the blood as a result 
of post-mortem changes? (3) What happens after 
death to any alcohol which is present in the stomach 
at the time of death? (4) Does the alcohol level in blood 
fall after death or does it remain the same as it was 
at the time of death? (5) Does it matter from what 
part of the body the post-mortem sample of blood 
is obtained ? 

In an attempt to answer these questions the authors 
adopted a method of estimation in which the maximum 
amount of volatile “‘ interfering substances’ would be 
oxidized and consequently the extent of their interference 
could be assessed. Numerous tests were made on 
subjects whose blood could reasonably be assumed to 
contain no alcohol derived from external sources. 
Results ranging from 0 to 20 mg. per 100 ml. blood were 
obtained, corresponding closely to the “‘ blank ”’ estima- 
tions reported by other workers. In certain diseases 
volatile reducing substances, which behave as alcohol in 
‘the method used, are present in the blood. The authors 
examined the blood in many disease states and found 
that 20 mg. per 100 ml. blood was the maximum amount of 
volatile reducing substances detected in any of them. If 
alcoholism and diabetes existed together, then it would 
be necessary to make a small allowance (20 mg.) for 
interfering substances in the interpretation of the result. 
The only other condition in which it was found that there 
was a high level of volatile reducing substances in the 
blood was the post-anaesthetic state. Provided due 
allowance is made for ether, paraldehyde, and diabetes 
mellitus—all readily recognizable at necropsy—the 
authors conclude that no significant amount of inter- 
fering substances is produced in health or disease before 
death. Estimations were also made on post-mortem 
blood samples and showed that within the first 3 days of 
death no substances are produced in sufficient amount to 
cause any significant alteration in the results. ' 

The oesophagus, stomach, and a loop of intestine were 
isolated and suspended in a solution of normal saline 
at body temperature. A 30% solution of ethyl alcohol 
was then introduced into them and it was found that the 
alcohol readily diffused through the wall of these 
organs—particularly of the stomach and bowel. That 
alcohol diffuses through the wall of the upper portion of 
the alimentary canal in situ after death was proved by 
introducing alcohol into the stomach just before or just 
after death. On average about 3 fl. oz. (85 ml.) of 
alcohol solution escaped from the stomach in the first 
10 hours after death. It is therefore unsafe to collect 
blood from a pool in the thoracic or abdominal cavity 
at necropsy and use it for blood alcohol estimation. 
It was also demonstrated that blood taken from the heart 
or from a large vein in the thorax post mortem yielded a 
result which was too high, owing probably to diffusion 

from the stomach after death. However, when blood 
was taken from a peripheral vein, such as the saphenous 
or femoral, during the first 2 or 3 days (and probably 
longer) after death, its alcohol content was found to give 
a perfectly reliable indication of the blood alcohol level at 
the time of death. [This is a most valuable paper and the 


‘Original should be consulted by those interested in forensic 


medicine.] Gilbert Forbes 
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125. Méedicolegal Examination ‘of Bodies Recovered 
from Burned Buildings 

F, R. Dutra. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 19, 599-607, July, 1949. 6 figs., 
7 refs. 


Most deaths occurring as a result of conflagrations are 
accidental, but some fires may be planned to conceal 
murder or suicide. Vital reaction in the skin, soot in the 
air passages, and the presence of carbon monoxide in the 
blood are the usual criteria in establishing that the victim 
died in the fire. In some victims of fires numerous small 
visceral haemorrhages develop; these are usually most 
marked beneath the endocardium of the septal surface of 
the left ventricle. The author attributes this occurrence 
to the effects of hyperthermia. [This is a common 
appearance in cases where shock is a factor in the death.] 
The importance of distinguishing between artefacts 
resulting from the heat and antemortem injuries is 
emphasized; post-mortem blistering, splitting of the skin, 
bursting of the skull, and extradural haemorrhages are 
described under this head. When the body is acted on 
by steam alone, the skin and superficial tissues are 
completely ‘cooked’? without much alteration in 
appearance. Exposure to high temperatures in the 
absence of flame or steam may be fatal, death probably 
being due to acute heat-stroke. The appearance of 
pulmonary oedema in persons injured in fires is now 
recognized as being due to noxious by-products produced 
when various materials are burned. Artificial leatherette, 
recovered from the unburned walls after the Boston 
Cocoanut Grove Club fire in 1942, when heated produced 
fumes which rapidly killed rabbits. The most important 
gaseous toxic by-product of burning is carbon monoxide, 
and usually the victim’s blood contains a high percentage 
of this gas. Other highly dangerous gases include acid 
oxides of nitrogen, oxides of sulphur, hydrogen sulphide, 
hydrogen cyanide, and acrolein. The possibilities 
depend on the materials being burned and also on the 
conditions of combustion. Gilbert Forbes 


126. A New Sign of Death: The Ether Sign. (Un 
nouveau signe de la mort: le signe de I’éther) 

V. BALTHAZARD. Bulletin de l Académie Nationale 
de Médecine (Bull. Acad. nat. Méd., Paris] 133, 460, June, 
1949. 1 ref. 


When it is doubtful whether death has taken place or 
not, the author claims that if 1 or 2 ml. of ether is injected 
subcutaneously a definite answer is forthcoming immedi- 
ately. If the ether diffuses into the tissues, death is only 
apparent; if the patient is dead the ether squirts out of 
the puncture hole at once on withdrawal of the needle. 
The author claims to have used this test over a period of 
25 years before publishing it as a reliable procedure, and 
recommends it for its simplicity, its immediate and 
definite result, and the fact that it is not dangerous to the 
subject if death is only apparent. Gilbert Forbes 


Correction.—The abstract appearing under No. 2235 in the issue 
for November, 1949 (p. 540), does not refer to the article cited, of 
which only the title should have been published. [Eprror.] 
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Radiology 


127. The Metabolism of the Radioactive Elements 
Created by Nuclear Fission 

J. G. Hamitton. New England Journal of Medicine 
[New Engl. J. Med.] 240, 863-870, June 2, 1949. 6 figs., 
15 refs. 


The disintegration of a material such as uranium or 
plutonium is accompanied by tremendous release of 
energy in the form of radiation of various kinds. Radia- 
tion also arises from the nuclear fragments remaining. 
These so-called fission products include the radioactive 
isotopes of 34 different elements having widely different 
rates of decay, their half-lives ranging from a fraction of 
a second to nearly a million years. In the large piles at 
Hanford plutonium is produced in kilogram quantities. 
Comparable masses of fission products are simultaneously 
created, the radioactivity of which is of the order of 
hundreds of millions of curies. 

The severity of a radiation injury depends primarily on 
(1) intensity of ionization; (2) duration of ionization; 
and (3) vulnerability of the organ affected. Ionization 
in the tissues is produced by «, 8, and y rays alike. 
In general « particles are the most formidable. The 
duration of exposure depends on the half-life of the 
element in question, and on the rate of elimination from 
the body. Tissue resistance also varies greatly. Bone 
marrow, for instance, is highly radiosensitive while brain 
is radioresistant. Fission products entering the body 
through lungs, digestive tract, or broken skin are 
absorbed and widely distributed. If the assimilation, 
distribution, retention, and excretion of a radioactive 
element are determined it is possible to estimate the 
amount of internal radiation delivered and thence the 
extent of the radiation injury to be expected. 

After a decay period of one week nearly all the radia- 
tion remaining is attributable to 14 elements. Of these 
only two, I**! and Sr®® had been investigated by 1942. 
An extensive programme of animal tracer studies was 
thus necessary. Plutonium itself and its precursor 
neptunium were also tested. “* Carrier-free’’ isotopes 
were administered to rats by the oral, parenteral, and 
pulmonary routes and the data obtained are tabulated. 
Neptunium and plutonium are not significantly absorbed 
from the gut but, given parenterally, they, like more than 
half of the fission products, accumulate in the skeleton 
and are very slowly eliminated. Strontium, barium, tel- 
lurium, iodine, and caesium are absorbed equally well 
either way. Strontium and barium are deposited in bone, 
iodine in thyroid, ‘tellurium in kidneys and blood. 
Caesium is distributed uniformly throughout the body, 
the greatest deposit settling in the muscles. Excretion is 
prompt except from bone. Xenon is rapidly absorbed by 
inhalation and equally rapidly excreted by exhalation. 
Ruthenium tends to accumulate in the kidneys. Ruthe- 
nium, tellurium, xenon, and caesium are excreted from 
their depots at rates considerably greater than their 
respective half-lives. 


In‘ addition to microchemical techniques, radio- 
autography was extensively used. In 5-y sections of 
undecalcified rat femurs, the deposition of radio- 
strontium (and, it was assumed, barium) resembles that 
of natural calcium. Plutonium, on the other hand, and 
zirconium, columbium, cerium, and element 61 are 
deposited on the surface of the trabeculae and not 
incorporated in the mineral structure of the bone. This 
suggests that the elements combine. with the bone 
proteins. Similar properties are predicted for lanthanum 
and praseodymium. 

Soluble sompounds of neptunium, plutonium, and 
various fission products directly introduced into the lungs 
are retained there, some material eventually becoming 
absorbed and re-deposited in bone. Quantitative 
experiments with aerosols of plutonium compounds, 
soluble and insoluble, and mixtures of fission products 
showed an initial retention of 75%, equally divided be- 
tween lung and upper respiratory tract. The latter 
fraction soon appeared in the faeces while the pulmonary 
fraction was excreted only very slowly. In one case 4% 
of the total aerosol (plutonium oxide) inhaled remained 
in the lungs after 8 months. An aerosol of the soluble 
plutonyl nitrate, on the other hand,~was transferred 
from lungs to skeleton to the extent of 10% in the first 
24 hours. It is probable that aerosols of the soluble 
fission products behave similarly. 

One pg. of radium in the body may cause bone 
tumours, often fatal, while 10 zg. may produce leukaemia 
and aplastic anaemia. No successful method of dis- 
lodging radium from the mineral structure of bone has 
yet been devised. These dangerous properties are 
shared also by plutonium, with its half-life of 22,400 
years and its characteristic emission of « particles. If 
anything, plutonium is a little less to be feared because 
of its negligible rate of absorption from the gut, and the 
fact that it is less readily absorbed from the lungs. The 
fission products are not of the same order of radio- 
toxicity because their life is shorter, their radiation is of 
B and y type only, and except for strontium and barium 
there is negligible absorption from the digestive tract. 

T. E. Graham 


128. 


Are Irradiation-induced Mitotic Changes Related 
to Variations in Sensitivity of Carcinoma Tissue? (Bietet 
die strahleninduzierte Mitosenbewegung einen Anhalt 
fiir Empfindlichkeitsschwankungen des Karzinomge- 
webes ?) 

H. J. SCHMERMUND. Strahlentherapie [Strahlentherapie] 
78, 25-34, 1948. 5 figs., 10 refs. 


Fourteen patients with inoperable carcinoma of the 
cervix were studied at the University of Gottingen 
Gynaecological Clinic. The tumours were all poorly 
differentiated fungating carcinomata. Biopsy examina- 
tions were made before and intermittently for 96 hours 
after a single irradiation, a Siemens anode tube being 
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used and homogeneous x rays focused at 0-5 cm. depth 
in the tumour from a distance of 2 cm.; the dosage 
varied. The percentages of mitoses were calculated and 
were plotted on a graph. The mitoses were also counted 
in four stages: (1) prophase; (2) metaphase; (3) ana- 
phase and telophase; (4) pathological stage. Control 
curves were made by examination of non-irradiated 
tumours. The curves were essentially the same whether 
high or low dosage was used, and there was an immediate 
fall to low values after irradiation, the lowest point being 
reached on an average 6 hours later. In many cases 
mitoses disappeared completely. The values then 
returned to normal, the speed of this return varying with- 
in fairly wide limits. Prophases accounted on the 
average for two-thirds of the mitoses counted before 
treatment; after irradiation there was a distinct rise in 
the proportion of pathological forms. The author 
considers a delay in prophase to be typical of carcinom- 
atous tissues. Delay at all stages is characteristic after 
irradiation treatment, but the mitosis curves in cases of 
carcinoma are not a good guide to the sensitivity of the 
carcinomatous tissue to irradiation. W. J. Czyzewski 


129. Hyaluronidase as a Factor Hastening the Spread 
and Absorption of Water-soluble Radiopaque Substances 
Deposited Intracutaneously, Subcutaneously or Intra- 
muscularly. [In English] 

O. OLsson and O: L6rGREN. Acta Radiologica {Acta 
radiol., Stockh.] 31, 250-256, 1949. 2 figs., 12 refs. 


Hyaluronidase is widely distributed in animals. It 
increases the permeability of connective tissue and 
hastens the spread of absorption of certain substances. 
Many contrast media are injected intravenously but in 
children it may be necessary to inject subcutaneously. 
The objection to use of this route is the slow absorption 
and excretion. To overcome the disadvantages of 
subcutaneous injection the authors injected hyaluronidase 
in saline 10 minutes before the contrast medium. The 
preliminary tests and dosage are described, together with 
the technique employed. Radiographs show the rapid 
reduction of the density of the shadow in the area 
treated with hyaluronidase while a “ control’’ area 
remains unchanged. No ill effects were encountered. 
When the subcutaneous method was used for pyelo- 
graphy, excretion started in 3 minutes. M. H. Jupe 


RADIOTHERAPY 


130. Tubercle-like Structures in Late Irradiation Injuries 
of the Skin. [In English] 

L.G. Larsson. Acta Radiologica {Acta radiol., Stockh.} 
31, 17-27, 1949. 10 figs., 17 refs. 


The author describes 26 cases of advanced irradiation 
changes in the skin, of the usual type but with the 
additional presence of tubercle-like structures regarded 
as sequelae of the irradiation. In almost all cases the 
changes occurred after implantation of radium needles. 
The structures closely resemble areas of granulation 
tissue in tuberculosis, but no tubercle bacilli were found 
in the sections. A list of the cases is given and some 
photographs of the clinical and histological appearances 


. 
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are included. The time interval between first irradiation 
and the initial appearance of these tubercle-like structures 
varied from 3 to 24 years. The possible aetiology is 
discussed; they are regarded as representing a peculiar 
type of reaction due to advanced regressive changes in the 
tissue. Clinically this condition is of interest because 
these nodules may well be mistaken for recurrences of the 
tumours originally treated. D. Waldron Smithers 


131. Value of X-ray Therapy in Orthopedic Cases 


C. M. Wuite and C. Romspoip. Journal of the Kansas . 
Medical Society [J. Kansas med. Soc.] 50, 325-329, . 


July, 1949. 1 fig., 15 refs. 


132. Treatment of Pruritus Ani by X Rays. (Con- 
sideraciones sobre el tratamiento del prurito anal con 
radioterapia) 

G. Prieto and G. JAQUETI DEL Pozo. Actas Dermo- 
sifiliograficas [Actas dermo-sif.] 40, 790-798, May, 1949. 
14 refs. 


The literature on x-ray treatment of pruritus ani is 
reviewed with notes on dosage used by various authorities. 
The authors reserve radiotherapy for cases in which 
pruritus persists in spite of removal of any obvious cause 
and after other treatment methods have failed. They 
administer 500 r in weekly fractions of 100 r at 70 kV and 
4 mA, at a distance of 25 cm., and with a 0-5 mm. Al. 
filter. Of 40 cases so treated they report 22 as cured, 
16 as improved, and 2 as unchanged. There were 9 
relapses. No accidents occurred. James Marshall 


133. Irradiation Treatment of Sweat-gland Abscesses. 
(Zur Strahlenbehandlung der Schweissdriisenabszesse) 
E. PULVERMACHER. Strahlentherapie [Strahlentherapie] 
78, 93-98, 1948. 21 refs. 


The apocrine glands of the axillary and pubic regions 
have alkaline secretions in contrast to the acid scretions 
of the ordinary sweat glands; the reaction of the secretion 
is considered by the author to be the main factor in the 
production of abscesses in these regions. A variable 
dosage of x rays was used in treatment, epilation being 
always attempted. Recently the author has used 200 r 
on three occasions at intervals of 3 to 4 days, hard rays 
being employed as in deep therapy. Between 1941 and 
1948, 116 patients were treated; 56% of patients were 
women, all in the reproductive period. In 31, abscesses 
were bilateral. 

Only 82 of the patients were adequately followed up, 
and these are considered in more detail. In the group 
mildly affected there were 39 cases, in 10 of which a stab 
incision had been made. In the 22 cases of moderate. 
infection several incisions had previously been made. 
The 13 patients with severe infection had had numerous 
incisions before irradiation. All these 74 patients (90% 
of the series) became symptom free within a short period, 
except that in 5 cases of moderate infection an incision 
was required after irradiation. In 8 cases treatment was 
not successful. In 3 of these there was associated 
generalized furunculosis, and 5 patients were seen after 
the infection had been present for a considerable period. 

W. J. Czyzewski 
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134. Diverticulitis of the Colon: the Possibilities in 
Treatment and the Value of Irradiation Treatment. 
(Uber die Divertikulitis des Dickdarms, ihre Behand- 
lungsméglichkeiten, und den Wert der Strahlenbehand- 
lung) 

R. BrrKner. Strahlentherapie [Strahlentherapie] 78, 
231-244, 1948. 7 figs., bibliography. 


The author discusses the aetiology, pathology, natural 
history, and treatment of diverticulitis. There is a 
fairly extensive review of the literature. He claims 
improvement in all cases treated by x rays. Some 
patients have been free of symptoms for 20 years. 
Perforation and ileus have occurred as complications of 
treatment. [Figures regarding the number of patients 
treated and the results of this treatment are not given.] 


Because imbalance between the parasympathetic and 


sympathetic nervous systems is considered to be an 
important cause of the condition the mesencephalon is 
irradiated. The total dose is 500 to 700 r in single doses 
of 25 to 50 r, with in some cases a further 500 to 1,000 r to 
the segmental roots and ganglia of the dorsal and lumbar 
part of the spinal cord. This course of treatment 
lasts for from 8 to 10 days and is followed by local 
irradiation in 4 to 6 sessions, each of 200 r (focus-skin 
distance 30 cm., field of 8 x 10 cm. or 10x 15 cm., 180 kV, 
0-5 Cu plus 1-5 Al filter). The local irradiation may be 
repeated in 6 weeks. W. J. Czyzewski © 


135. X-ray and Urethane Treatment of Leukaemias and 
Tumours of a Similar Nature. (R6ntgen- und Urethan- 
behandlung der Leukaemien und artverwandter Tumoren) 
G. ScHULTE and H. Lincs. Strahlentherapie [Strahlen- 
therapie] 78, 245-256, 1948. 9 refs. 


The authors have used acetylurethane in the treatment 
of 14 cases of leukaemia and 15 cases of related disease. 
Phenylacetylurethane appeared to be more effective and 
to be better tolerated but it has only recently become 
available. In leukaemia urethane was used to reduce the 
leucocyte count below 30,000 per c.mm., but the subse- 
quent fall after stopping the drug was not so marked as 
with x-ray treatment. The results of the two methods of 
treatment were almost the same, although preference is 
given by the authors to irradiation. In some cases the 
methods have supplemented each other and the authors 
Suggest treating x-ray resistant cases with urethane until 
x-ray sensitivity returns. The treatment requires to be 
individually planned. X rays give better results in local 
treatment and produce fewer side effects, but on the other 
hand urethane may be used for the treatment of out- 
patients and patients too ill to attend for irradiation 
treatment. 

Some improvement in the condition of 2 patients with 
multiple myeloma after treatment with urethane is 
claimed [but these were subsequently given radio- 
therapy]. In one case of lymphosarcoma urethane 
produced no change and appeared to make the tumour 
radioresistant. Of 3 cases of reticulosarcoma urethane 
resulted in disappearance of cervical nodes in one 
(in which, however, metastasis to the skin occurred 
shortly afterwards), no improvement in the second, and a 


change from x-ray resistance to x-ray sensitivity in the 
third. The en is illustrated by details of numerous 
cases. W. J. Czyzewski 


136. Carcinoma of the Rectum and Anal Canal. Treat. 
ment with Very High Voltage X-ray Therapy 

I. G. Witutams. British Journal of Surgery (Brit. J. 
Surg.] 36, 376-381, April, 1949. 11 refs. 


This is a summary of the results of the important work 
done with the one-million-volt x-ray machine at St, 
Bartholomew’s Hospital, London, giving little technica} 
detail. Careful individual planning is needed and the 
course is always a strain on the patient; owing to the 
profound changes (endarteritis and fibrosis) produced in 
the pelvic tissues there is definite risk of severe radio- 
necrosis of skin and deeper tissues later, especially if 
further radiation is given. Of 192 cases of carcinoma of 
the rectum treated up to the end of 1946, 94% were of 
advanced or recurrent disease; 24 patients are alive. 
Excellent palliative effects are frequently achieved, with 
disappearance of primary growth, avoidance of colo- 
stomy, and relief of pain, bleeding, and discharge; 
complete relief of symptoms due to the primary was 
obtained in 42% of cases, and appreciable relief in 60%. 
These results are a definite advance on those of “* deep 
therapy ”’ at 200,000 volts, though the cases of long-term 
survival are few. Squamous carcinoma of the anal canal 
regresses more certainly than does rectal adenocarcinoma. 
For patients with very advanced disease and infection, 
colostomy is speedier and less trying and irradiation is 
better avoided. Irradiation is not advised as pre-operative 
routine, but, if spread beyond the rectal wall is found by 
surgeon or pathologist, post-operative irradiation should 
be considered, since in 50% of these cases recurrences 
and metastases will develop. J. Walter 


The Problem of Plantar Radiodermatitis 

A. H. MontGomery, R. M. MontGomery, and D. C. 
MONTGOMERY. New York State Journal of Medicine 
[N. Y. St. J. Med.] 49, 1664-1667, July 15, 1949. 4 figs., 
7 refs. 


137. 


138. Radium Treatment of Cancer of the Rectum. 
(Leczenie raka odbytnicy radem) 

F. Luxaszczyk. Polski Tygodnik Lekarski [Polsk. 
Tyg. lek.) 4, 513-515, May 2, 1949. 


Because of the easy access from the anatomical point 
of view, radium treatment has been widely used in treat- 
ing carcinoma of the rectum. Unfortunately the severe 
and prolonged reactions of the rectal mucosa after large 
doses of radium, as well as the prevalent opinion that 
adenocarcinomata of the rectum are radio-resistant, 
have discouraged wide application of this method. 

However, in post-operative superficial recurrences of 
rectal cancer the author succeeded in obtaining complete 
regression with healing by employing a uniformly dis- 
tributed, appropriate dose of radium at least equal to 
that used in skin cancer. In his opinion only mucus- 
secreting tumours are resistant to radium. The toler- 
ance of the rectal mucosa was related to the type of 
filter used; for example, it was much greater when 4 
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2 mm. platinum filter was employed than when a thick- 
ness of 1 mm. or less was used. 

The author used spade-shaped radium applicators of 
lead 4 mm. thick. Appropriate distribution of radium 
containers with 2 mm. platinum filters ensured uniformity 
of radiation; the doses of radiation were similar to 
those used in treatment of skin cancer. After-effects 
(tenesmus and pain) were mild in nature but prolonged. 

In 11 cases early carcinoma situated low in the rectum, 
1 to 2 inches (2-5 to 5 cm.) in diameter, was treated; 
in 6 of them satisfactory results were achieved 
lasting for 3 to 7 years. One tumour was a squamous- 
cell cancer and 5 others adenocarcinomata without 
secretion. The 5 which did not respond were mucus- 
secreting adenocarcinomata. 

The author concludes that the method of treatment 
described can be applied to all tumours of favourable 
histological structure, whenever operative treatment for 
some reason is impractiable. The use of 2 mm. platinum 
filters presents possibilities in the treatment of inoperable 
cases. J. W. Czekalowski 


RADIODIAGNOSIS 


139. Angiographic Studies of the Cerebral Vessels in 
Arteriovenous Aneurysms. [In English] 

R. BUNNER. Acta Radiologica [Acta radiol., Stockh.] 
31, 233-239, 1949. 4 figs., 4 refs. 


In arterio-venous aneurysm, owing to the direct 
communication between arterial and venous systems, the 
draining veins become dilated and twisted. The wall of 
the feeding arteries becomes thin and the vessel dilates. 
This dilatation has been noted by many observers, and in 
cerebral aneurysms may be seen as far back as the com- 
mon carotid trunk. The condition can be studied by 
cerebral angiography. The bulk of contrast medium is 
seen to pass through the aneurysm, the rest of the cerebral 
vessels being poorly filled. 

Angiographic examination was carried out after 
extirpation of the aneurysm in 16 cases. In all cases it was 
found that the dilatation of the feeding vessels diminished 
and vanished after operation. This phenomenon has 
been observed in other regions of the body. In 7 out of 
8 cases examined within 2 weeks of operation the feeding 
vessels had diminished in size. The results of the 
investigation in the other cases are described, and the 
conclusion reached that in most cases the dilatation had 
regressed in 2 weeks after operation and that the dilata- 
tion was secondary to the aneurysm. The author 
doubts whether arterio-venous amnuryem gives rise to 
cardiac enlargement. M. H. Jupe 


140. Peridurography; Preliminary Communication. 
(Peridurographie (Vorlaufige Mitteilung) ) 

H. JuNGe. Deutsche Medizinische Wochenschrift [Dtsch. 
med. Wschr.] 74, 682, May 27, 1949. 2 figs. 


The author briefly describes the technique and the 
advantages and disadvantages of injection of a radio- 
Opaque material (30% ‘* perabrodil ’’) into the epidural 


_ Space of the spine for diagnostic radiography. 


S. Doxiadis 
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141. Roentgenologic Recognition of Radiopaque Sponges 


H. S. WEENS and J. V. RoGers. American Journal of 
Roentgenology and Radium Therapy |Amer. J. Roentgenol.] 
61, 706-710, May, 1949. 5 figs., 4 refs. 


Three cases are described in which radio-opaque 
sponges and laparotomy pads were recognized on radio- 
graphy 3, 19, and 8 months, respectively, after an 
abdominal operation. Various types of radio-opaque 
sponges available commercially are described and their 
radiographic appearances illustrated. 

The variety of radio-opaque sponges available renders 
their radiographic recognition somewhat difficult. It is 
felt that a standardization of the radio-opaque inserts, as 
well as publication of a description of their radiographic 
appearance, would assist the identification of these foreign 
bodies. A, Orley 


142. Radiological Studies of the Abdominal Aorta in 
Individuals over 50 as an Aid to the Differential Diagnosis 
between Benign and Malignant Ulceration of the Stomach 
A. ELKELES.- British Journal of Radiology [Brit. J. 
Radiol. 22, 280-283, May, 1949. 7 refs. 


In an attempt to correlate the incidence of gastric 
ulcer and gastric carcinoma with the presence of general 
arteriosclerosis the author has examined lateral radio- 
graphs of the abdomen in 184 patients over the age of 50 
for the presence of calcification in the aorta. Of these 
patients 32 suffered from gastric carcinoma, 36 from 
gastric ulcer, and 55 from duodenal ulcer, while in 61 
there was no evidence of disease in the gastro-intestinal 
tract. The percentage of cases in each group in which 
evidence of aortic calcification was found was: gastric 
ulcer 69-4, duodenal ulcer 14-5, gastric carcinoma 3-1 (1 
case), and controls 22-9. The author regards the rela- 
tively high value for the gastric ulcer group as significant 
and quotes the literature in support of the theory that 
vascular occlusion resulting from arteriosclerosis is a 
frequent cause of gastric ulcer in patients of middle age 
and over. The strikingly low incidence of aortic calcifica- 
tion among cases of gastric carcinoma may provide a 
useful index in the differential diagnosis between benign 
and malignant ulcer of the stomach. A.M. Rackow 


143. Some Observations upon the Radiology of the 
Small Intestine in Old Age 

H. J. JUNGMANN and L. Costin. British Journal of 
Radiology [Brit. J. Radiol.|] 22, 325-330, June, 1949. 
7 figs., 2 refs. 


Eighteen male patients aged 70 to 91 were given a 
barium meal of 4 oz. (124 g.) of pure barium sulphate in 
4to 5 oz. (114 to 142 ml.) of normal sterile saline solution.. 
The previous preparation consisted of administration of a 
normal hospital diet without added vitamins, prohibition 
of laxatives for 48 hours, and starvation for 9 to 12 hours 
before the examination. Films with the patient supine 
or prone were taken at 15 minutes, at 45 minutes, and 
then at hourly intervals up to 4 hours. Abnormal 
“* segmentation ”’ or “* scattering ’’ was found in 15 of the 
18 subjects. In 11, there was hypertonus either of the 
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mid-region alone (distal jejunum and proximal ileum) or 
of the mid-region and distal ileum. Hypotonus was 


‘ found in 3 subjects, and in 2 of them there was some 


delay, the barium failing to reach the terminal ileum in 
4 hours. Radiological. abnormalities which have been 
described as characteristic of gastro-intestinal disorder 
are thus very frequent in clinically normal elderly sub- 
jects. The authors suggest various possible explanations; 
for example, that arteriosclerosis may affect the pontine 
centres or the intrinsic nerve plexuses in the wall of the 
gut. 

[As long ago as 1930 Gutzeit was teaching that there 
was a rough parallelism between the “ rushing ”’ intestinal 
sounds so frequently heard in the elderly and radio- 
logical evidence of disordered function. Most experi- 
enced radiologists would probably agree. There is no 
evidence that health is affected.] Denys Jennings 


144. Roentgen Manifestations of Infantile Hypertrophic 
Pyloric Stenosis 

H. M. OLNick and H. S. Weens. Journal of Pediatrics 
[J. Pediat.] 34, 720-729, June, 1949. 11 figs., 16 refs. 


In 18 out of 21 “ unselected” surgically proved cases 
of congenital hypertrophic pyloric stenosis the string sign 
of an elongated narrowed pyloric canal was observed, 
and in 7 of the 18 cases indentation of the base of the 
duodenal cap by the hypertrophied pyloric muscle could 
also be demonstrated. In 3 cases spasm or oedematous 
swelling of the mucosa made it impossible to force any 
barium into the pyloric canal, and dogmatic radiological 
diagnosis was impossible. The authors affirm that in 
their experience the string sign always signifies hyper- 
trophy of the pyloric muscle, and they emphasize the 
impossibility of making a radiological diagnosis with 
certainty unless this sign is present. 

The high proportion of positive radiological findings is 
possibly due to the fact that the fasting stomach contents 
were removed by stomach tube just before examination, 
and a very thin suspension of barium sulphate in water 
(1 to 2 0z.; 28 to 56 ml.) was then introduced through the 
tube. Denys Jennings 


145. The Significance of Congenital Lumbo-sacral 
Abnormalities 

H. W. Gitiespie. British Journal of Radiology (Brit. J. 
Radiol.] 22, 270-275, May, 1949. 35 refs. 


The author has studied the radiographs of 500 patients 
subsequently operated upon for suspected herniation of 
the intervertebral disk. The purpose of the study was to 
determine the incidence of associated congenital abnor- 
malities. As controls, the spines of 500 patients with 
complaints other than backache were also radiographed 
and examined. 

Sacralization and lumbarization, grouped together 
under the heading of “ transitional’? vertebrae, were 
found to be present in 16-4% of the series undergoing 
laminectomy. The incidence was only 3:2% among the 
series of normal” spines. In the Sth lumbar vertebra 
or ist and 2nd sacral pieces, spina bifida was found in 


18-2% of the spines operated upon, the normal series 
yielding 4-8%. The author discusses the significance of 
the finding that among cases of disk lesion over 34% had 
some congenital anomaly, whereas the number of such 
abnormalities among patients without spinal symptoms 
was only 8-8%. He considers that in the former cases 
the spine was fundamentally weakened by the defect in 
development, and that such unstable spines are more 
prone than the normal to suffer disk derangements as a 
result of relatively minor trauma. A. M. Rackow 


146. The Radiological Picture of the Uterus in Relation 
to its Function (with Exclusion of Malformation). (Das 
R6ntgenbild des Uterus im Hinblick auf seine Funktion 
(unter Ausschluss der Missbildungen) ) 

E. Geburtshilfe und Frauenheilkunde (Geburtsh. 
u. Frauenheilk.) 9, 151-166, March, 1949. 4 figs., 3 refs. 


_In hysterosalpingography of the normal uterus 5 to 
7 mi. of opaque oil is required to fill the cavity. This 
figure varies somewhat but must always be taken into 
consideration in assessing the size of the uterus. Al- 
though it is possible to distinguish between a nulliparous 
uterus and one that is parous and also hypoplastic, it is 
often very difficult to do so by radiography alone. 

Radiologically, the hypoplastic uterus assumes one of 
three forms: (1) a simple triangular form; (2) a form 
with three sides curved convexly inwards; (3) a stellate 
or T-shaped form with a distinct “* waist’’. (1) and (2) 
are associated with the lower border of fertility. (3) may 
be termed the “ transitional *” type of uterus, verging on 
the bicornuate type. None has a filling capacity of more 
than 3 to 3-5 ml. oil. Of women with the first two types, 
only 10% become pregnant, probably because of asso- 
ciated blockage of the tubes. Where the tubes are 
patent, pregnancy is definitely possible and these uteri 
may grow to normal size spontaneously or with the 
assistance of hormonal treatment. Labour proceeds 
normally when pregnancy occurs, and there is no greater 
tendency to abortion. In type (3) the prognosis of 
pregnancy is not nearly so good. This form of uterus 
is-a distinct type and cannot be confused with either of 
the other two types. It may be either normal in size or 
hypoplastic with a filling capacity of 1 to 4 ml. oil. 
Pregnancy may occur in a type (3) uterus of normal size, 
and if it does there is no dystocia or increased tendency 
to abortion, though any abortion that does occur can be 
attributed to the abnormality. Pregnancy never occurs 
in a small type (3) uterus. In addition, the uterus never 
appears to grow, even after hormonal treatment or the 
lapse of many years. All types and varieties of filling 
pictures of the cervix may be seen, but radiography is of 
little use diagnostically. Acute anteflexion of the 
uterine body is frequently seen in association with 
hypoplasia. In this event pregnancy is very rare; if it 
occurs the anteflexion disappears during the puerperium. 
Occasionally in sterile women uteri are seen whose 
filling capacity is more than 10 ml. This increase i 
capacity is due to atony of the uterine wall and is nearly 
always associated with other conditions such as retro- 
version. D. M. Sheppard 


147. 
sion: 
Gefi 
F. 
TI 
best 
heir 
 anae 
arte 
spin: 
arte! 
firm 
1 tensi 
inter 
by p 
pres: 
exist 
of tl 
incre 
“capil 
local 
st 
local 
exter 
logic 
subje 
148. 
Mas: 
R. 
Path 
21 fi 
Si 
were 
rabb 
Post- 
days 
valve 
smoc 
and | 
the 
infilt 
mon 
arter 
oede: 
cells, 
conte 
mon 
necr¢ 
Both 
myox 
M- 


rao 


* 


282 


Pathology 


147. The Nature of Infarcts following Vascular Occlu- 
sions in Brain and Retina. (Uber die Infarktgenese nach 
Gefiassverschluss in Gehirn und Retina) 

F. Poos. Klinische Monatsblatter fiir Augenheilkunde 
[Klin. Mbl. Augenheilk.] 114, 247-251, 1949. 9 refs. 


This short but interesting and important article can 


- best be summarized in the author’s own words: Cohn- 


heim’s teaching that end-arteries are responsible for the 


anaemic infarcts which follow interruption of the 


arterial branch circulation does not hold good in brain, 
spinal cord, or retina. In all these organs sufficient 
arterial capillary anastomoses are present for a con- 
tinuous network, but all three organs are enclosed by 
firm membranes and are subject to the effects of pressure- 
tension. The anaemic infarcts are therefore caused by 
internal compression which cannot be counterbalanced 
by pressure changes in adjacent vascular regions (“‘ com- 
pression-infarcts ”’). Capillary blood supply ceases to 
exist and the related tissues degenerate. Interruption 
of the blood stream in the venous part leads to an 
increase in the arterial back-pressure, which keeps the 
“capillaries open against the external pressure and makes 
local damage only partial and to some extent reversible 
(“ stasis-infarct ’’). Interference with capillary flow in 
local circulatory insufficiency, under the influence of 
external pressure, is an important factor in the patho- 
logical changes in all hollow structures which are 
subject to pressure-tension (eye, brain, spinal cord). 
P. L. Kiewe 


148. Lesions of Hypersensitivity Induced in Rabbits by 
Massive Injections of Horse Serum 

R. H. More and C. R. MCLEAN. American Journal of 
Pathology {[Amer. J. Path.] 25, 413-445, May, 1949. 
21 figs., bibliography. 


Single or repeated massive doses of sterile horse serum 
were injected intravenously into 77 rabbits, 25 similar 
rabbits which did not receive serum serving as controls. 
Post-mortem examination of the treated animals 6 to 10 


days later showed lesions in the arteries, the aorta, the . 


valve rings of the heart, and in skeletal, cardiac, and 
smooth muscle. *The arterial lesions occurred in 60% 
and resembled the changes seen in polyarteritis nodosa; 
the media showed oedema, fibrinoid necrosis, and 
infiltration with polymorphonuclear leucocytes ‘and 
monocytes, with progression to scarring of all coats of the 
arterial wall. The intima of the aorta was swollen and 
oedematous and infiltrated with lymphocytes, plasma 
cells, and monocytes. The valve rings of the heart 
contained proliferative lesions with collections of 
monocytes and giant cells. In the muscles were areas of 
necrosis and degeneration, with monocytic infiltration. 
Both treated and control animals showed interstitial 
myocardial scarring, localized granulomatous lesions in 
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the valve cusps of the heart, and proliferative changes in 
the knee-joint, the latter being more severe in the treated 
animals. 

The arteritis was thought by the authors to result 
directly from the injection of the’ horse serum, but it was 
not considered that the changes seen in the heart were 
necessarily due to hypersensitivity—an interpretation 


which is ‘at variance with that of other workers in this . 


field. The joint changes were thought to be significant, 
but their occurrence in both treated and control animals 
could not be explained on a basis of hypersensitivity. 
The authors discuss the role of hypersensitivity in the 
production of polyarteritis nodosa, rheumatic fever, and 
rheumatoid arthritis and it is indicated that further work, 
possibly with modification of the experimental method, 
is required before any conclusions can be reached. 
R. C. B. Pugh 


149. Electrolyte Partition in Patients with Edema of 
Various Origins. Qualitative and Quantitative Definition 
of Cations and Anions in Cardiac Decompensation 

E. B. FARNSwWorTH and J. S. Krakusin. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
33, 1534-1544, Dec., 1948. 2 figs., 22 refs. 


Over a period of 3 to 4 weeks, the intake and urinary 
output of water and electrolytes in 2 young patients with 
congestive heart failure following rheumatic carditis 
were studied daily. One patient maintained a normal 
renal filtration rate and plasma flow, and in the other a 
50% reduction in both was present. There was an 
absolute reduction in the excretion of sodium, such 
excessive reabsorption being considered to be due to 
extrarenal factors. Excretion of other electrolytes 
showed no significant change. 

A study was also made of the effect of various diuretics. 
Of the mineral diuretics ammonium chloride, potassium 
chloride, and potassium acetate were found to act 
mainly on water excretion and only slightly on sodium 
and chloride ions. The effectiveness of these drugs 
reached a peak after 3 days and declined steadily there- 
after. Mercurial diuretics resulted in a fluid output 
approximately double that in the control period and the 
increase in sodium excretion was even more marked. 

J. Maclean Smith 


150. Electrolyte Partition in Patients with Edema of 
Various Origins. Qualitative and Quantitative Definition 
of Cations and Anions in Hepatic Cirrhosis 

E. B. FARNSWorRTH and J. S. Krakusin. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med. 33, 
1545-1554, Dec., 1948. 2 figs., 6 refs. 


A reduction in urinary sodium content, similar to that 
noted in patients with congestive cardiac failure (see 
Abstract 149), was found in 3 patients with portal 
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cirrhosis (confirmed by biopsy).. The lower sodium level 
in urine was not related to the plasma concentration, 
the renal filtration rate and plasma flow were not 
- markedly reduced, and the excretion of other electrolytes 
in response to mineral diuretics indicated that the 
metabolic functions of the kidneys were essentially 
unaffected. Mercurial diuretics, however, produced 
water and salt diuresis of minimal degree except in one 
_ instance. It is postulated that in cirrhosis of the liver, 
and similarly in congestive cardiac failure, a specific 
extrarenal stimulus to salt and water retention is acting. 
These two investigations were carried out at the North- 
western University Medical School, Chicago, U.S.A. 
J. Maclean Smith 


EXPERIMENTAL PATHOLOGY 


151. Influence of Cosmic Radiation on Experimental 
Tuberculosis. (L’influence de la radiation cosmique 
sur la tuberculose expérimentale) 

S. G. ONG. Annales de l'Institut Pasteur [Ann. Inst. 
Pasteur) 76, 406-414, May, 1949. 2 figs., 2 refs. 


Mice were injected intravenously at sea level with 
1 mg. of Mycobacterium tuberculosis (bovine strain 
Vallée); 4 days later they were taken to Interlaken 
(567 m.), where they remained one night, and thence to 
the scientific station on the Jungfraujoch (3,457 m.) 
where for the first 3 days most of them suffered from 
mountain sickness. They were then divided into 5 
groups, one exposed directly to cosmic rays, one screened 
with 2 cm. of lead, a third placed deep in the rock 
beyond the limit of penetration of cosmic rays, and the 
fourth placed in the laboratory 1 m. from the window, 
exposed to daylight and ultraviolet light up to 3,300 A. 
The last group was kept in total darkness in the same 
laboratory. All were examined for gain or loss of 
weight, mortality, mean survival time, and clinical and 
pathological changes. On the whole, animals shielded 
from cosmic rays lived longer than those exposed to 
them, and those exposed to daylight lived longer still. 
There was, however, no significant difference in the 
mean survival time of the groups, although there was 
considerable variation within the groups. 

A second series of mice was injected while on the 
Jungfraujoch with 0-7 mg. of M. tuberculosis (strain 
1013) and divided into 4 groups: (a) exposed to artificial 
light and protected from cosmic radiation; (b) exposed 
to cosmic radiation screened with 10 cm. of lead; (c) 
exposed to artificial light plus direct cosmic radiation, 
(d) exposed to artificial light plus cosmic radiation 
screened with 2 cm. lead. The mice in group (d) lost 
weight less rapidly than the rest, suggesting that the soft 
component of cosmic rays retards loss of weight in 
mouse tuberculosis. There was no significant difference, 
however, in mean survival between the groups, the mor- 
tality curve of those animals screened with 2 cm. lead 
agreeing with those in the first series. There was no 
difference between the mortality rate of animals kept 
under 10 cm. of lead and that of animals exposed 
directly to cosmic rays. In the animals injected on the 
Jungfraujoch there were few lesions in the lung at first 


compared with those in the spleen and liver; later the 

lesions in the lung became much more extensive; these 

results the author regards as due to anoxia of the tissues, 
C. L. Oakley 


152. Influence of High Altitude on Experimenta} 
Tuberculosis. (L’influence de la haute altitude sur lg 
tuberculose expérimentale) : 

S. G. ONG. Annales de l'Institut Pasteur [Ann. Inst, 
Pasteur) 76, 415-418, May, 1949. 2 refs. 


Mice were injected with | mg. of Mycobacterium 
tuberculosis (bovine strain Vallée) at sea level at Leyden 
and divided into 4 groups: one was kept at Leyden, one 
was sent to Davos (1,560 m.), and two to the Jung. 
fraujoch (3,547 m.), one of these being placed in total 
darkness, the other in daylight (visible spectrum plus 
ultraviolet to 3,300 A). The mortality curve of animals 
kept on the Jungfraujoch was lower than that of animals 
kept at Davos and there appeared to be some advantage 
in keeping animals in daylight rather than in darkness, 
The mean survival times exhibited no significant dif- 
ferences; there were, however, significant differences 
between the ranges of variation within the groups, 
There was no difference in pathology between the 
groups. On this evidence it is claimed that the favourable 
effect of diminished barometric pressure on the Jung- 
fraujoch as compared with Davos is comparable with the 
favourable effect on human tuberculosis produced by 
sanatoria at Davos as compared with those at sea-level. 

[It is very doubtful whether results obtained in mouse 
tuberculosis are in any way comparable with those 
obtained in human tuberculosis; certainly the effects 
observed are not due to reduced barometric pressure 
alone, as they cannot (as the authors admit) be produced 
at sea-level by reduction of barometric pressure. The 
experiments are irritatingly imperfect; no comparison, 
for instance, is drawn between Davos or Jungfraujoch 
and sea-level, which might have been of great interest.] 

C. L. Oakley 


153. Action of Citric Acid on Two Types of Experi- 
mental Rickets. (Action de l’acide citrique sur les 
deux variétés de rachitisme expérimental) 

R. Lecog. Comptes Rendus des Séances de la Société 
de Biologie [C.R. Soc. Biol., Paris] 143, 452-454, April, 
1949. 6 refs. 


154. Mammary Tumours in Hybrid Mice: The Presence 
and Transmission of the Mammary Tumour Agent 

L. Foutps. British Journal of Cancer [Brit. J. Cancer] 
3, 230-239, June, 1949. 1 fig., 13 refs. 


In BR F, hybrid mice, obtained by mating females of a 
strain almost free from spontaneous mammary cancer 
(C57) with males of a high cancer strain (R3), mammary 
cancer develops in 15% of the breeding females and in up 
to 77% of those of subsequent generations (F2, F3, Fy). 
These results show that the capacity for mammary tumour 
development can be transmitted by the male as well as by 
the female (via the milk). Extracts of the tumours 
contain the agent, for they produce cancers on injection 


{ 
| 34 
into. 
are 
conc 
by tl 
| 
respt 
| 3, 24 
| Sc 
| hybr 
milk 
tum 
extel 
acce 
penc 
betv 
stag 
conc 
corr 
156. 
Can 
C57 
| fem: 
a fe 
The 
cate 
hyb 
mal 
| was 
trar 
any 
trar 
tum 
can 
to 
whi 
orig 
hav 
wol 
bre: 
shit 
and 
in 1 
the 
suc 
the 
157 
Rec 
Bio 
| 65¢ 


transplant .. 


into.BA F, hybrids (C57 black female x A male), which 
are otherwise cancer-free. Since only a proportion of 
the BR F, females develop mammary cancer, the author 
concludes that the tumour agent is transmitted erratically 
by the male parent. I. Hieger 


155. Mammary Tumours in Hybrid Mice: Hormone- 
responses of Transplanted Tumours 

L. Foutps. British Journal of Cancer [Brit. J. Cancer] 
3, 240-246, June, 1949. 2 figs., 4 refs. 


Some of the mammary tumours arising in mice of 
hybrid BR F, and RB F, stocks were transplantable into 
female or oestrogenized male mice; some secreted a 
milky fluid when growing in pregnant females. The 
tumours grew during pregnancy and regressed to some 
extent after parturition. The milky secretion and 
acceleration of growth during pregnancy were inde- 
pendent of each other. These characteristics varied as 
between individual tumours and also during different 
stages in their subsequent transplantation. The author 
concludes that ‘‘the hormone-dependence was not 
correlated with lack of milk agent’’. I. Hieger 


156. Survival of the Milk Factor in a Transplantable 
Breast Tumour in Mice 

L. DMocHowskI. British Journal of Cancer [Brit. J. 
Cancer] 3, 246-248, June, 1949. 6 refs. 


The transplantable mouse mammary carcinoma 
C57X used in these experiments originally developed in a 
female of C57 (very-low-breast-cancer) strain suckled by 
a foster mother of R III (high-breast-cancer) strain. 
The tumour in its 42nd serial transplantation was desic- 
cated, extracted, and the extract injected into female 
hybrid mice of C57 R III origin; 27% developed mam- 
mary tumours. 

“ Although in the present experiments the milk factor 
was found to be still present in the cells of the 42nd 
. it is not possible to state what part, if 
any, is played by the factor in the propagation of the 
transplanted tumour cells.... While the C57X 
tumour grew successfully in mice of the C57 low-breast- 
cancer strain, although it lacks the milk factor, it failed 
to grow in R III high-breast-cancer strain mice from 
which the factor responsible for the development of the 
original tumour was derived. . . . The present results 
have again confirmed the observations made by previous 
workers that the reaction of the host to the transplanted 
breast tumour cells is dependent on the genetic relation- 
ship between the host and the transplanted tumour cells, 
and is not dependent on the presence of the milk factor 
in the host. . . . The genetic constitution of the host, 
therefore, and not the agent is responsible for the 
successful transplantation of breast tumours induced by 
the agent.” I. Hieger 


157. Destructive Action of Human Cancer Extracts on 
Red Blood Cells in vitro 

L. Gross. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 
656-662, April, 1949. 6 figs., 9 refs. 
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158. Action of Mitotic Poisons in vitro. I. Effect of 
Urethane on Division of Fibroblasts. [In English] 

P. BasTRUP-MADSEN. Acta Pathologica et Microbio- 
logica Scandinavica [Acta path. microbiol. scand. ] 26, 
93-112, 1949. 10 figs., 15 refs. a 


Fibroblasts were obtained from 8-day chick embryo 
hearts, the culture medium being one drop of adult 
chicken plasma and one drop of chick embryo extract. 
Urethane solutions were prepared by dilution of a stock 
20% solution in saline with Tyrode’s solution. 

The cultures were grown for 48 hours, by which time 
the growing zones had become sufficiently large. The 
coverslip was then removed and one drop of urethane 
solution was added to the culture, an additional 4 drops 
being placed in the concavity of the slide. The coverslip 
was then.replaced and sealed with paraffin. The controls 
were treated with Tyrode’s solution. At intervals the 
cultures were fixed in Carnoy’s fluid and stained with 
haematoxylin, and the number of mitoses per 1,000 
fibroblasts was counted. 

With 0-35% urethane the total number of mitoses was 
the same as that in the controls, and the differential 
count of the various mitotic phases did not show any 
abnormalities. With 0-66% urethane the total number 
of mitoses corresponded to that in the controls, but the 
differential count showed slight changes. After 4 hours 
the number of cells in prophase was slightly reduced, 
while during the first 8 hours there was a slight increase 
in the number in metaphase. Although the number in 
prophase remained reduced for the remainder of the 
24 hours, the number in metaphase returned to normal. 
These findings are interpreted as showing that mitosis 
began in fewer cells than usual. 

With 0-8% urethane an increase in the total number of 
mitoses began 4 hours after the addition of the urethane 
and reached a maximum after 6 hours. The differential 
count showed that even after 2 hours there was a fall in 
the number in prophase, while the majority of all 
mitotic cells were in metaphase. There was a slight fall 
in the number in anaphase and telophase. With 1% 
urethane similar, though rather more definite, changes 
were observed. When 1:2% urethane was added the 
total number of mitoses was very low after 2 hours; it 
then increased and reached a maximum after 6 hours. 
Nearly all the mitoses were at metaphase. After 6 hours 
anaphase and telophase had completely disappeared. 
With 1-5% urethane, in the first hour the number of 
mitoses was at the upper limit of normal, but it then fell 
rapidly to nil. The differential count showed an 
accentuation of the changes observed with the lower 
concentrations. 

The action of the drug is to. reduce mitotic activity 
and to inhibit mitosis at metaphase. Three types of 
abnormal metaphase were noted. Commonly, some of 
the chromosomes failed to become attached to the 
equatorial plate, while in some cells the plate was 
reduced to a chromatin bunch. A later stage appeared 
to be still further reduction in size of the plate and 
disappearance of the spindle. 

In the concentrations used in these experiments, 
urethane produced no morphological changes in resting 
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cells, but it caused such cells to become incapable of 
emigrating from the explant. Urethane appears not to 
cause irreversible damage to non-dividing cells. After 
24 hours’ exposure to concentrations capable of inhibiting 
mitosis the fibroblasts were able to continue their normal 
growth when the urethane was removed from the 
cultures. R. B. Lucas 


159. Effect of Increased Renal Venous Pressure on 
Renal Function 

W. D. Biake, R. WéGrigz, R. P. KEATING, and H. P. 
WarvD. American Journal of Physiology [Amer. ‘J. 
Physiol.] 157, 1-13, April, 1949. 5 figs., 23 refs. 


Standard clearance tests were applied to the right and 
left kidney separately in dogs in order to study the effect 
of raising the venous pressure in one while the other 
served as acontrol. The left renal vein was compressed 
by an adjustable clamp and the pressure in it measured 
by means of an indwelling venous catheter and mano- 
meter. It was found that increases of pressure of up to 
400 mm. of normal saline produced no significant 
alteration of renal blood flow (RBF), glomerular filtra- 
tion rate (GFR) or filtration fraction (FF). Pressure 
increases of between 500 and 600 mm. of normal saline 
caused a fall in RBF and GRF and a rise in FF. In 
contrast to these findings, increase of venous pressure 
of 200 mm. of normal saline or higher caused a significant 
decrease in sodium and water excretion which could only 
be attributed to increased tubular reabsorption of these 
substances. This effect was local and could not have 
been due to a general humoral factor. The significance 
of these findings in relation to water and sodium retention 
in cardiac failure is discussed. [The experiments were 
well controlled.] G. M. Bull 


160. Response of Renal Blood Flow and Clearance to 
Graded Partial Obstruction of the Renal Vein 

E. E. Se_kurt, P. W. HALL, and M. P. SPENCER. Ameri- 
can Journal of Physiology [Amer. J. Physiol.] 157, 40-46, 
April, 1949. 4 figs., 11 refs. 


Recordings of renal blood flow were made in dogs by 
means of a bubble flow meter in the renal artery and 
renal function was estimated by standard clearance 
techniques. A graded increase in pressure in the renal 
vein was produced with an adjustable clamp, the pressure 
being measured through a cannula in the vein. With 
pressure increases of 7-5 to 22-4 mm. Hg (10 to 30 cm. of 
water) in the renal vein, the renal blood flow and glome- 
_ Tular filtration rate fell by an average of 15% with no 
alteration in the filtration fraction. It was concluded 
that the sodium retention of cardiac failure could not be 
attributed to a diminution of glomerular filtration rate 
caused by an increase in venous pressure in the kidneys. 

G. M. Bull 


161. Histopathologic Study of the Mode of Inhibition 
of Cellular Proliferation by Urethane: Effect of Urethane 
on Walker Rat Carcinoma 256 

J. W. GREEN and C. C. LusHpauGuH. Cancer Research 
[Cancer Res.] 9, 199-209, April, 1949. 10 figs., 28 refs. 


162. Heterologous Ocular Transplantation as a Practica} 
Test for Cancer 

J. A. SCHILLING, A. C. SNELL, and B. V. FAVATA. Cancer 
[Cancer] 2, 480-490, May, 1949. 14 figs., 23 refs.. 


163. Cysts and Embryomata of the Ovary, Cystic 
Hyperplasia, and Genital and Extragenital Tumours 
Produced Experimentally with Odcstrogens. (Kystes 
et embryomes de l’ovaire, hyperplasies kystiques, tumeurs 
génitales et extragénitales d’origine oestrogéne expéri- 
mentale) 

M. MosincER. Presse Médicale [Pr. Méd.] 57, 429-430, 
May 14, 1949. 13 refs. 


164. Adrenal Medullary Tumors (Pheochromocytomas) 
in Mice 


F. W. Smitu, W. U. GARDNER, M. H. Lt, and H. KApLan. 
Cancer Research [Cancer Res.] 9, 193-198, April, 1949, 
10 figs., 12 refs. ; 


165. Development of Leiomyomas in Female Rats with 
an Endocrine Imbalance 

C. A. PFEIFFER. Cancer Research [Cancer Res.] 9, 
277-281, May, 1949. 7 figs., 10 refs. 


166. Diffuse Glomerulonephritis Produced in Rabbits 
by Massive Injections of Bovine Serum Gamma Globulin 
R. H. More and D. WAuGH. Journal of Experimental 
Medicine [J. exp. Med.) 89, 541-554, May, 1949. 7 figs., 
36 refs. 


167. Cardiac Lesions Produced in Rabbits by Massive 


Injections of Bovine Serum Gamma Globulin 

R. H. More, D. WauGu, and S. D. KoBernick. Journal 
of Experimental Medicine [J. exp. Med.] 89, 555-560, 
May, 1949. 6 figs., 10 refs. 


168. Tissue Culture Experiments on the Biological 
Action of Methyl bis(-Chiorethyl) Amine and its Hydro- 
lysis Products ~ 

H. B. Fett and C. B. ALLsopp. 


Cancer Research 
[Cancer Res.] 9, 238-246, April, 1949. 4 figs., 10 refs. 


169. Dermal Spreading of India Ink with and without 
Hyaluronidase as Influenced by Hormones from the Adrenal 
Cortex 

J. C. OpsaHt. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.) 21, 487-498, July, 1949. 4 figs., 9 
refs. 


170. 3 : 4-Benzpyrene as an —SH Inhibitor 
G. Catcutr. British Journal of Cancer (Brit. J. Cancer] 
3, 306-310, June, 1949. 1 fig., 16 refs. 


MORBID ANATOMY 


171. Endophlebitis Hepatica Obliterans. (Beitrag zur 
Kenntnis der Endophlebitis hepatica obliterans) 

A. H. Notrer-BLtum. Schweizerische Zeitschrift fiir 
Pathologie und Bakteriologie (Schweiz. Z. Path. Bakt.] 
12, 24-40, 1949. 5 figs., 19 refs. 


A case of endophlebitis hepatica in a 40-year-old man 
is described. After repeated paracentesis for ascites 
the patient died in hepatic coma. The right hepatic vein 
was obliterated. The primary lesion in the venous wall 
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consisted of swelling of the endothelium with loss of the 
limiting membrane. Degenerative processes such as 
oedema formation and destruction of the media are of a 
secondary nature, as well as the liver lesions (cirrhosis). 
Focal infection, alimentary intoxication (in infants), and 
avitaminoses must be considered as aetiological factors 
in this disease. Endophlebitis hepatica obliterans 
represents a type of tissue reaction which occurs only as 
a result of action of a series of special agents (sensitiza- 
tion, anaphylaxis). R. Schade 


172. Congenital Diffuse Generalized Hyperostosis. 
(Angeborene diffuse generalisierte Hyperostose) 

B. J. Koszewski. Schweizerische Zeitschrift fiir Patho- 
logie und Bakteriologie (Schweiz. Z. Path. Bakt.] 12, 41- 
53, 1949. 5 figs., 33 refs. 


The author describes a case of microcephaly in a new- 
born infant with multiple malformations and congenital 
diffuse generalized hyperostosis. Death occurred 2 days 
after birth with signs of spasmophilia. The bone lesions 
are thought to have been due to deficient osteoclastic 
activity and relative preponderance of osteoplastic 
activity. It is pointed out that congenital diffuse general- 
ized hyperostosis differs in pathogenesis from Albers— 
Schénberg “‘marble-bone disease’. The author reviews 
2 cases of alleged early Albers—Schénberg disease 
described in 1907, and believes that these are really cases 
of congenital diffuse generalized hyperostosis. 

R. Schade 


173. Erythrolytic Nephrosis. (Uber erythrolytische 
Nephrose) 

E. LETTERER and W. MassHorFr. Virchows Archiv fiir 
Pathologische Anatomie [Virchows Arch.] 317, 56-92, 
1949. 9 figs., bibliography. 


Under the name of “erythrolytic nephrosis”’ the 
authors describe identical renal changes found at necropsy 
in 11 cases in which the clinical history was most varied; 
hence they regard the aetiology of the renal condition as 
uncertain. [However, in the cases quoted death was 
preceded by treatment with drugs (sulphonamides, 

_arsenicals), anaesthetics, operations, trauma, carbon 
monoxide poisoning, acute or chronic infections, 
cirrhosis of the liver, or blood transfusion (sometimes 
badly tolerated), and more often than not by a combina- 
tion of two or more of these factors. Thus it would 
seem that there were ample grounds for postulating a 
toxic action on the kidneys, an assumption which is 
supported by other findings as, for example, cerebral and 
generalized oedema and capillary and parenchymatous 
damage in liver and heart]. The renal changes are 
described in great detail. The principal finding, from 
which the authors derive the name, was the escape of 
intact erythrocytes in large numbers through the glomeru- 
lar tufts into the capsule of Bowman, thence reaching the 
tubules. Here they were broken down and derivatives 
of haemoglobin (porphyrins) in granular form and 
protein crystals were demonstrable in the tubular lumen. 
These also contained ordinary casts, while occasionally 
their entire epithelial lining had separated from the basal 
membrane and could be seen lying in the tubular lumen 
as a folded and crumpled sheet. Though the changes 


appeared similar to those produced by incompatible. 
blood transfusion or those of the crush syndrome, the 
authors claim that they constitute a separate pathological 
entity. R. Salm 


174. Gastric Submucosal Granuloma with Eosinophilic 
Infiltration 

J. VANEK. American Journal of Pathology [Amer. J. 
Path.) 25, 397-411, May, 1949. 6 figs., 7 refs. 


Partial gastrectomy was performed on 6 patients, aged 
42 to 64, on whom a clinical and radiological diagnosis of 
pyloric stenosis, gastric ulcer, or gastric neoplasm had 
been made. In all cases a small, circumscribed, yellowish 
or white, tumour-like mass was found in the submucosa of 
the pyloric part of the stomach. In one case the mass 
was situated at the margin of a partially healed chronic 
gastric ulcer, but in the remainder it produced either a 
polyp or a diffuse bulging into the lumen of the stomach. 

Microscopically the lesions consisted of fibroblasts 
and collagen fibres infiltrated evenly with eosinophilic 
cells and focally with lymphocytes. The relative propor- 
tions of the different cell types varied from specimen to 
specimen, and in some instances the cellular infiltrate 
penetrated into the deeper layers of the mucosa. The 
condition is of unknown aetiology, but is thought to be 
granulomatous rather than neoplastic. It is to be 
distinguished from the so-called “‘ eosinophilic granu- 
loma”’. A possible allergic basis is discussed, but could 
not be substantiated in this series. R. C. B. Pugh 


175. Nonencapsulated Adrenal Cortical Tissue in the 
Peri-adrenal Fat 

H. C. B. Denser. American Journal of Pathology 
[Amer. J. Path.] 25, 681-688, July, 1949. 41 refs. 


The presence of non-encapsulated adrenal cortical 
tissue in the surrounding fat was found in 72 (28%) out 
of 257 adults examined. There was a slight increase in 
the relative incidence in older age groups. _None was 
found in 36 newborn infants. The masses varied in size 
from a few short parallel columns of cells to relatively 
large nodules, one measuring 4 mm. Cells of the 
glomerulosa type predominated, while reticularis-type 
cells were found in only 12 cases. Medullary tissue was 
not found in any case. The majority of nodules were 
related to vessels entering the gland, and escape of cells 
at these points is probably the main factor in the produc- 
tion of these nodules. R. H. Heptinstall 


176. Some Observations on the Mitochondria of Normal . 


-and Neoplastic Cells with the Electron Microscope 


A. J. DALTON, H. KAHLER, M. G. KELLY, B. J. LLoyp, 
and M. J. SrriesicH. Journal of the National Cancer 
Institute [J. Nat. Cancer Inst.| 9, 439-449, April-June, 
1949. 15 figs., 18 refs. 


177. A Special Form of Renal Damage due to Sulphon- 
amides. (Uber eine besondere Form der Sulfonamid-' 
schadigung der Nieren) 

C.J. Lipers. Zeitschrift fiir die Gesamte Innere 
Medizin (Z. ges. inn. Med.] 4, 212-215, April, 1949. 2 figs. 


See also Section Medicine: General, Abstract 235. 


“ 
al 
| 
ic | 
rs = | 
es 
rs 
ri- 
0, 
s) 
N. 
9, 
th -~ 
9, 
its 
‘al 
S., 
ve 
ail 
00, 
cal 
{ 
ial 
ine | 
er} 
| 
fiir 
an | 
tes 
all 


38 PATHOLOGY 


CLINICAL PATHOLOGY 


178. Oligobiopsy. (O oligobiopsji) 
J. Laskowski. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.} 4, 516-523, May 2, 1949. 14 figs., 13 refs. 


A detailed discussion is given of the value and technique 
of aspiration biopsy, punch biopsy, and drill biopsy in 
tumour diagnosis. The indications for excision and 
aspiration are presented. The author recommends the 
following procedure. Material collected by means of a 
syringe equipped with a wide-gauge needle is transferred 
to a test-tube and, after embedding in solid paraffin, 
sectioned with a microtome. This method has been used 
in the Marie Sklodowska-Curie Radium Institute of War- 
saw in over 20% of all histopathological examinations. 
Results were positive in about 80% of the cases examined, 
with the highest figure (87%) for material collected from 
the cervix. Negative results are ascribed to the lack of 
suitable tissue in the material collected for examination. 
Over one-third of the specimens examined were taken 
from the cervix; others came from mammary gland, 
corpus uteri, and the inguino-abdominal nodes. The 
author emphasizes the need for correlation of histo- 
pathological data with the clinical picture. No harmful 
effect of the procedure on the growth of tumours was 
noticed. J. W. Czekalowski 


179. Cytologic Changes in Bronehogenic Carcinoma 
Following Treatment with Nitrogen Mustard (MethyI-bis 
[8-Chloroethyl] Amine) 

E. A. GAENSLER, D. G. McKay, P. F. Ware, and J. P. 
LyncH. Archives of Pathology [Arch. Path.) 46, 503- 
518, Dec., 1948. 8 figs., 27 refs. 


The authors, after a short review of the literature of the 
nitrogen mustards and of their effects on experimental 
animals, tissue cultures, and human beings, give a brief 
résumé of published work on the cytological effects of 
these substances on various types of new growth, which 
suggests that effects are due to nucleotoxic action and 
to inhibition of mitosis. They then report their own 
findings in cases of bronchial carcinoma studied micro- 
scopically before, during, and after treatment with 
nitrogen mustard. 

Of 8 cases studied during treatment, 3 were of epi- 
dermoid carcinoma, 2 of squamous-cell carcinoma, and 
3 of the “oat-cell”’ type. In the well differentiated 
types the main changes produced by nitrogen mustard 
were giant cell formation, nuclear fragmentation, and a 
rather surprising increase in mitosis. On the other 
hand, in the oat-cell tumours large areas of necrosis and a 


decrease in mitosis were found. The maximum effect , 


was observed in each case 5 to 8 days after treatment was 
started. In 4 other cases, in which biopsy was not 
practicable during treatment, examination by broncho- 
scopy and biopsy 5 to 12 days after treatment failed to 
reveal any tumour tissue in areas previously involved. 
Post-mortem examination was carried out on 8 patients, 
3 of whom died from toxic doses of nitrogen mustard and 
the remainder from metastases and gross sepsis. In the 
former group there was disappearance of lymphocytes 
from the lymph nodes, with increase in plasma cells and 


condensation of connective tissue. In the spleen, the 
Malpighian corpuscles had vanished, plasma cells were 
increased in numbers, and haemosiderin was deposited, 
The bone marrow showed almost complete disappearance 
of haemopoietic tissue and an increase in plasma cells 
and haemosiderin deposition. In the testis only the 
Sertoli cells remained, while there was complete dis- 
appearance of lipid from the adrenal cortex. The lungs 
showed numerous small haemorrhages. In the remain- 
ing 5 cases there were no gross changes’ in the above 
organs, but the follicles of the lymph nodes contained no 
germinal centres. There was a decrease of myelopoietic 
tissue in the bone marrow and some deposition of haemo- 
siderin both here and in the spleen. No changes were’ 
observed in the intestine, kidney, liver, thyroid, or 
pancreas in either group. 

The most interesting finding in this study was that the 
changes produced in malignant tissues by nitrogen 
mustard therapy were, in all essential respects, identical 
with those produced by ionizing radiations. 

R. B. T. Baldwin 


180. The Papanicolaou-Traut Method of Cancer 
Diagnosis. Its Use as a Routine Pathologic Laboratory 
Procedure 

S. Linpsay. California Medicine (Calif. Med.] 70, 413- 
416, May, 1949. 6 refs. 


181. Cytologic Diagnosis of Carcinoma of the Esophagus 
and Cardia of the Stomach 


H. A. ANDERSEN, J. R. MCDONALD, and A. M. OLSEN. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[|Proc. Mayo Clin.] 24, 245-253, May 11, 1949. 3 figs. 


An attempt was made to evaluate the cytological 
examination of oesophageal secretions as a diagnostic aid 
in carcinoma of the oesophagus and cardia. Material 
for examination was collected by several methods: 
(1) At oesophagoscopy either the lesion was touched 
with a cotton-wool swab and the material smeared on 
slides, or fluid was aspirated from the oesophagus and 


centrifuged and films prepared from the sediment. Ina. 


few cases of suspected carcinoma of the cardia where no 
lesion was seen, the applicator was pushed through the 
oesophagogastric junction and withdrawn. Films were 
then made from the adherent mucus. (2) After dilata- 
tion of the oesophagus a cotton-wool applicator was 
rubbed over the spiral of the dilator and the material 
obtained smeared on slides. (3) A strip of fine-mesh 
gauze was wrapped around the end of a 33; inch (4:76 
mm.) gastric tube and secured with a silk thread. The 
tube was then passed to the point of obstruction or, if 
none were present, to about 16 inches (40 cm.) and 
immediately withdrawn, films being made from the 
adherent material. 

The films were at once immersed, before drying had 


taken place, in equal parts of 95% ethyl alcohol and 


ether for 30 minutes and then stained by the method of 
Woolner and McDonald (Proc. Mayo Clin., 1949, 
22, 369). 

Non-malignant cells were easily recognized; they 
included squamous epithelium, gastric columnar epi- 
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thelium, and inflammatory cells. Neoplastic cells, when 
present in clumps, gave little difficulty. Single malignant 
cells caused more trouble, it being considered unwise to 
make a diagnosis until 8 or 10 such cells had been seen. 
The cytological criteria of malignancy adopted were 
those usually accepted: macrocystosis, nuclear hyper- 
chromatism, variation in size and shape of nuclei, and 
prominence of nucleoli. 

Positive smears were obtained in 50 cases in which a 
final clinical diagnosis of carcinoma (confirmed histo- 
jogically in 41) was made. Among the 50 positive 
smears, 24 were from squamous cell carcinoma of the 
oesophagus and 26 were from adenocarcinoma of the 
cardia. (An addendum states that one of these 50 
smears was later found to be a false positive.) During 
the same period smears from 64 other patients with 
various diseases of the oesophagus were examined and 
reported as negative. In 14 of these cases the final 
diagnosis was of carcinoma, primary in either the 
oesophagus or the cardia. Oesophageal biopsy was 
negative and the smear positive in 8 cases of carcinoma, 
whereas the reverse was found in only 3 cases. 

R. B. Lucas 


182. Studies of Coproporphyrin. IV. The Per Diem 
Excretion and Isomer Distribution in the Urine in Infectious 
Hepatitis, Infectious Mononucleosis, and Mechanical 
Jaundice 

C. J. WATSON, V. HAWKINSON, R. B. Capps, and E. M. 
RAPPAPORT. Journal of Clinical Investigation [J. clin. 
Invest.| 28, 621-637, July, 1949. 5 figs., 26 refs. 


The concentration of total coproporphyrin and isomer 
distribution (see J. clin. Invest., 1949, 28, 447) in 24-hour 
urine samples from 96 patients with infective hepatitis 
at various stages were compared with similar data from 
25 cases of infectious mononucleosis, 41 cases of cancer 
of the pancreas or bile ducts, 30 cases of stone or stric- 
ture of the common bile duct, and 49 cases of hepatic 
cirrhosis. The fractional bilirubin concentration in 
serum, the degree of bromsulphalein retention in the 
blood, the cephalin-cholesterol flocculation value, and 
the cholesterol and cholesterol ester levels were also 
measured. In some instances the urobilinogen concen- 
tration in urine was measured in 24-hour samples of 
urine and in others the quantitative Ehrlich reaction was 
carried out on individual or 2-hour samples. 

The total urinary coproporphyrin level was above the 
normal upper limit of 100 yg. per 24-hour sample in all 
cases of infective hepatitis and mechanical jaundice. 
The high values persisted in some cases of hepatitis for 
long periods after the jaundice had disappeared and the 


_ bromsulphalein retention and cephalin-cholesterol floc- 


culation values had become normal. In such cases, the 
urinary coproporphyrin values provided the only evidence 
of residual impairment of hepatic function. In 19 out of 
the 25 cases of infectious mononucleosis the copro- 
porphyrin values in urine were above 100 yg. per 24- 
hour sample, but there was usually other evidence of 
impairment of hepatic function. 

The increase in urinary coproporphyrin concentration 
in infective hepatitis, infectious mononucleosis, and 
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mechanical jaundice was mainly due to increase in 
type I isomer, although in cases of cancer of the pancreas, 
bile ducts, and liver there was frequently in addition to 
the increase in type I isomer a significant increase in 
type III isomer. J. E. Page 


183. Studies in Hepatic Glycogen Storage: I. Adren- 
alin-induced Hyperglycemia as an Index of Liver Function 
L. W. KInsELL, G. D. MICHAELS, H. A. Weiss, and H. C. 
BARTON. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 554-562, May, 1949. 5 figs., 
17 refs. 


The authors have developed the adrenaline-induced 
type of hyperglycaemia as an index of hepatic function. 
After the patient has been given a high-carbohydrate diet 
for 3 preparatory days, 10 yg. adrenaline per kg. body 
weight is given intramuscularly. Blood samples for 
glucose estimation are taken at 0, 30, 45, and 60 minutes, 
and the highest rise above fasting level is determined. 
Maximum elevation always occurs within 60 minutes. 
The rise in normal individuals ranges from 40 to 100 mg. 
above the initial level. 

In 76 cases of infective hepatitis the maximum adren- 
aline response was less than normal and was roughly 
proportional to the clinical impression of severity of the 
disease. The response returned to normal with recovery 
from the hepatitis. There was no close correlation 
between this test and other tests of renal function, such 
as determination of the icteric index, or thymol-turbidity 
and bromsulphalein-retention tests. In some but not 
all cases of hepatic cirrhosis a low adrenaline response was 
obtained. It is concluded that the blood-sugar response 
to adrenaline injection may provide evidence of hepatic 
abnormality not supplied by other tests. C.L. Cope 


184. The Colloidal Red Test as an Index of Liver 
Dysfunction 

E. OPPENHEIM, M. BRUGER, and E. Frost. Journal of 
Laboratory and Clinical Medicine {J. Lab. clin. Med.] 34, 
662-668, May, 1949. 13 Tefs. 


The colloidal red flocculation test (Ducci, J. Lab. 
clin. Med., 1947, 32, 1273) was performed in parallel with 
the cephalin-cholesterol flocculation and thymol turbidity 
tests on sera from 122 subjects, of whom 20 were healthy 
individuals, 58 patients with liver or gall-bladder disease, 
and 44 patients with miscellaneous disorders. All three 
tests reveal changes in the serum protein fractions result- 
ing from damage to the liver parenchyma. The colloidal 
red reaction was significantly positive in the majority of 
patients with infective hepatitis and portal cirrhosis, and 
negative or weak in normal subjects and in patients with 
cholecystitis and surgical ’’ hepatitis. The test under 
trial gave results which agreed fairly closely with those 
obtained by the two more widely used flocculation tests 
when applied to patients with hepatic disease. In the 
group of 44 patients with various diseases not primarily 
hepatic, 10 sera gave positive colloidal red flocculation 
reactions compared with 4 positive results with each of 
the other two reagents. 

The authors express a preference for the colloidal red 
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test over the colloidal gold test of Maclagan (Brit. J. 
exp. Path., 1944, 25, 15) on the grounds that the scarlet 
red sol is more stable and easier to prepare. They 
conclude that the test is a sensitive indicator of liver 
damage and a useful aid in the differential diagnosis of 
jaundice. G. B. Forbes 


185. The Elimination of Iodophthalein in Normal and 
Icteric Subjects. [In English] 

H. O. BANG and J. GeorG. Acta Medica Scandinavica 
[Acta med. scand.| 135, 68-74, 1949. 3 figs., 19 refs. 


Iodophthalein (sodium tetraiodophenolphthaleinate) 
has long been used for cholecystography and the authors 
here discuss its use in testing liver function. Ina previous 
paper they described an accurate method of estimating 
the concentration of iodophthalein in the blood. After 
the intravenous injection of 500 to 700 mg. of iodo- 
phthalein into normal subjects the level of the substance 
in the blood fell to about 3 mg. per 100 ml. in 24 hours 
and to zero within 6 to 12 days. The test was performed 
on 12 jaundiced patients, 9 with acute hepatitis, 1 with 
cirrhosis, and 2 with pancreatic carcinoma and meta- 
stases in the liver. The excretion curves were the same 
for the patients and controls for the first 8 hours but 
patients with liver disorder retained the iodophthalein in 
the blood for a much longer period, up to 14 to 20 days. 
The authors consider that this retention depends on the 
degree of liver damage present and has a prognostic 
significance. The test does not permit differentiation 
between the different types of jaundice. 

W. M. L. Turner 


186. Some Observations on the Secretion of the Stomach 
with Special Reference to Mucus 

S. Medical Journal of Australia [Med. J. 
Aust.) 2, 81-83, July 16, 1949. 6 refs. 


A study was made of the volume, acidity, and output of 
mucus in gastric contents from 56 patients with various 
disorders, and from 13 healthy. subjects. The specimens 
were collected under fasting conditions and following the 
administration of histamine. The content of mucus was 
estimated by determining the reducing power of the 
gastric contents before and after hydrolysis with 2N 
hydrochloric acid for 2 hours, the results being expressed 
as mg. of reducing substance per 100 ml. of gastric 
contents. The subjects included 21 patients with peptic 
ulcer, 9 with gastritis, 8 with chronic alcoholism, 11 with 
cholelithiasis, and 7 with pernicious anemia. 

The total volume of gastric secretion varied widely in 
all groups, but in general high readings were obtained 
in normal subjects and patients with duodenal ulcer, and 
low readings in patients with pernicious anaemia. Wide 
variations in the total mucus content of specimens from 
all groups were also noted, but the results in pernicious 
anaemia were again significant, the average value 2 
hours after histamine being 40-2 mg. per 100 ml. com- 
pared with 160-6 mg. in the control group. There was a 
less marked reduction in the output of mucus in cases of 
gastritis, chronic alcoholism, and cholelithiasis. The 
apparent increase in the secretion of mucus in cases of 


chronic gastritis and pernicious anaemia is due to 
concentration of the mucus in small volumes of gastric 
secretion, the total output of mucus in these conditions 
being in fact reduced. This is considered to be due to 
atrophy of the mucus-secreting glands of the stomach. 
G. B. Forbes 


187. Enhrlich’s Aldehyde Test for Urobilinogen 
T. M. WiLson and L. S. P. Davipson. British Medical 
Journal (Brit. med. J.] 1, 884-887, May 21, 1949. 15 refs, 


188. Leucocyte Counts in the Prevention of Drug 
Agranulocytosis 

C. J. YounG. British Medical Journal [Brit. med. J.] 2, 
261-263, July 30, 1949. 19 refs. 


The author draws attention to the failure of serial 
leucocyte counts to give warning of drug agranulocytosis 
or to lessen case mortality. When a leucopenia is due to 
impending agranulocytosis, the latter will follow whether 
the drug is stopped or not. Ifa rise in the granulocyte 
count occurs immediately after administration of the 
drug ceases, the condition merely represents the mild 
leucopenia which occurs, in the case of the sulphon- 
amides, in about 50% of persons. That such a leuco- 
penia does not proceed to agranulocytosis is readily 
demonstrated by continuing administration of the drug. 
For instance, in a case of thyrotoxicosis treated with 
thiouracil, polymorphonuclears numbered 3,000 per 
c.mm. out of a total count of 5,600 at the start of treat- 
ment. After 14 days there were only 1,480 polymorpho- 
nuclears in a total count of 3,900 per c.mm. The dose 
of thiouracil was now doubled instead of being dis- 
continued. Four days later the counts were the same and 
at the end of a further 6 days’ treatment the polymorpho- 
nuclear count had risen to 3,538 and the total count to 
6,100 per c.mm. 

Although leucocyte counts are thus generally mis- 
leading as indicators of impending agranulocytosis, it 
might be supposed that serial counts, by leading to 
cessation of treatment at the earliest moment, would be 
of value in lowering mortality. The author therefore 
extracted from the literature data relating to 74 cases of 
.sulphonamide agranulocytosis, and shows that serial 
counts have had no effect on the mortality rate. 

R. B. Lucas 


189. Protein-bound Plasma Iodine as an Aid in the 
Diagnosis of Thyroid Disease 

W. F. Perry. Canadian Medical Association Journal 
a med. Ass. J.] 60, 602-606, June, 1949. 2 figs., 
17 refs. 


190. The Relation between Erythrocyte Aggregation and 
their Rate of Sedimentation in Human Blood.. (Les 
relations entre l’agrégation des hématies et leur vitesse de 
sédimentation dans le sang humain). 

L. KAUFMANN and R. SuLzer. Helvetica Physiologica 
et Pharmacologica Acta [Helv. physiol. pharmacol. 
Acta] 7, 291-303, 1949. 7 figs., 4 refs. 


See also Section Medical Jurisprudence, Abstract 124. 
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191. The Effect of Lithium Periodate on Crystalline 
Bovine Serum Albumin 

W. F. GoeBet and G. E. PERLMANN. Journal of Experi- 
mental Medicine [J. exp. Med.] 89, 479-489, May, 1949. 
4 figs., 13 refs. 


Crystalline bovine serum albumin was treated with 
lithium periodate at room temperature for periods of up 
to 72 hours, after which the excess periodate was decom- 
posed by the addition of glucose. After dialysis, the 
product was isolated by freeze-drying. 

As a result of such treatment there was a slight loss in 
total nitrogen, a change in specific optical rotation, and an 
alteration or possible destruction of all or part of certain 
amino-acids. The cystine, cysteine, and tyrosine content 
(measured by colorimetric methods) was considerably 
diminished, while the tryptophan was completely 
destroyed. The oxidized material was incapable of 
evoking antibody production in rabbits but it was still 
precipitated to a somewhat lower titre by antibodies for 
the native albumin. In spite of these alterations, how- 
ever, the oxidized material behaved like a protein, for it 
was precipitated by high concentrations of salts, gave a 
positive biuret reaction, was precipitated by trichloro- 
acetic acid, and was hydrolysed by crystalline trypsin. 

R. Hare 
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192. Factors Influencing the Production of Tetanus — 


Toxin: Gaseous Products of Growth 

J. H. MueLier, P. A. MILLER, and E. M. LERNER. 
Journal of Bacteriology {J. Bact.| 56, 97-98, July, 1948. 
3 refs. 


The retention of gaseous products of metabolism, of 
which hydrogen sulphide seems to be of the greatest 
importance, affects detrimentally the production of 
tetanus toxin in Mueller’s semi-synthetic medium 
{Mueller and Miller, J. Immunol., 1947, 56, 143). The 
importance of this for the bulk production of the toxin 
is emphasized, and the authors state that experiments are 
in progress with the object of improving the dispersal of 
gaseous products of cultures in large containers. 

G. Payling Wright 


193. On the Frequency of Pneumococcus Types in 

Denmark 1939-1947. [In English] 

E. Morcu. Acta Pathologica et Microbiologica Scandi- 

_— [Acta path. microbiol. scand.|] 26, 83-92, 1949. 
refs. 


The Pneumococcus Department of the State Serum 
Institute in Copenhagen has carried out typing of 
pneumococci since 1937, and a survey of the material 
examined from 1939 to 1947 is given. Typing was 
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carried out by the Neufeld capsular swelling reaction, 
diagnosis being as a rule limited to the group, the 
individual type being determined less frequently. At 
present 73 pneumococcus types, in 15 groups with 26 
single types, are recognized. For typing, eight pooled | 
group sera are used which react with all types except 
Type 3, for which the homologous serum is used. In the 
period under review the frequency with which each type 
was found varied but little, such variations as occurred 
being probably due to the variations in the nature of the: 
material examined each year. Sputa most frequently 
yielded Types 3, 1, 2,7, 6, 19, and 8; throat and laryngeal 
swabs (mostly from children) Types 6 and 9; cerebrospinal 
fluid Types 1, 3, 6, 18, 2, 4, and 19; pleural fluids Types 
2, 6, 3, 19, and 7; and ear swabs Types 1, 3, 19, 6, 14, 
and 5. Type 5 was found more frequentiy in ear lesions 
than in any other site. Demonstration of pneumo- 
coccal polysaccharide in the urine was abandoned as a 
routine method of typing because of the complicated 
technique and the rather poor results. The search for 
pneumococcal antibodies in serum was also disappointing. 
E. Nassau 


194. The Assimilation of Amino-acids by Bacteria. 
7. The Nature of Resistance to Penicillin in Staphylo- 
coccus aureus 

E. F. Gate and A. W. RopweLt. Journal of General 
Microbiology {J. gen. Microbiol.| 3, 127-142, Jan., 1949. 
6 figs., 26 refs. 


In previous papers the authors showed that penicillin 
prevents the passage of glutamic acid and probably other 
amino-acids into the cell, thus stopping protein synthesis 
unless the cell is able to synthesize its constituent amino- 
acids from simpler compounds. In the present investiga- 
tion most of the work was done with two strains of 
Staphylococcus aureus; one, strain 6773, was isolated 
from the nose of a patient treated with penicillin and had 
a penicillin sensitivity of 5 to 9 units per ml., the second, 
strain 209, came from the American Type Culture Collec- 
tion and had a penicillin sensitivity of 0-05 to 0-06 unit 
per ml. Penicillin-resistant strains were prepared from 
these in the usual way by serial subculture in increasing 
concentrations of penicillin. One highly resistant 
culture grew in 7,000 units penicillin per ml. 

Utilization of glutamic acid by bacteria involves at 
least two processes, synthesis of protein and entrance 
into the metabolic pool. The former only occurs in 
growing cells and can therefore be eliminated if well- 
washed suspensions of cells are used. The latter can be 
prevented by suitable concentrations of certain triphenyl- 
methane dyes, such as crystal violet. A number of 
cultures differing in penicillin sensitivity were grown for 
6 to 7 hours and washed suspensions of cells were 
treated with crystal violet at a final concentration of 1 in 
10®, the concentration of cells being 1 to 2 mg. dry weight 
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cells per ml. These cells were then incubated for 1 hour 
at 37° C. in a buffer mixture containing 200 yl. glutamic 
acid per ml. and 1% glucose as energy source. After 
incubation the internal level of free glutamic acid was 
found to decrease slowly as penicillin resistance increased, 
although the fall bore little relation to the increase in 
resistance. At the highest level of resistance (6,000 units 
per ml.) the cells became Gram-negative and it was no 
longer possible to demonstrate any free glutamic acid 
within the cells. In a further series of experiments it was 
shown that the internal concentration of glutamic acid 
was independent of the external concentration, except 
for very low values of the latter. 

With similar suspensions of cells treated with crystal 
violet, the internal level of glutamic acid was determined 
over a range of external concentrations and the internal 
concentration values were expressed as percentage -in- 
ternal saturation. The value of the “ assimilation con- 
tent’ (that is, that external concentration which gives 
rise to an internal concentration equal to half that attained 
at saturation) was found to increase rapidly with peni- 
cillin resistance. Thus the ability of the cells to assimi- 
late glutamic acid decreases as resistance increases. 

The nutritional requirement of the various strains was 
next studied, and it was found that whereas the parent 
penicillin-sensitive cultures needed nicotinamide, aneurin, 
and a range of amino-acids, the highly resistant strains 
could grow in a medium containing salts, ammonium 
ions, glucose, and aneurin. Reverse mutants from these 
highly resistant strains showing a greater degree of 
penicillin sensitivity had also lost this synthetic ability. 

Finally, by growing the parent strains in serial sub- 
culture in medium from which essential amino-acids 
were progressively withdrawn, they were “ trained ”’ to 
synthesize their amino-acid requirements, with the 
exception of cysteine and histidine, from ammonia and 
glucose. These non-exacting cultures had a much 
higher resistance than the parent cultures. 

Mary Barber 


195. The Incidence of Penicillin-sensitive Variant 
Colonies in Penicillinase-producing Strains of Staphylo- 
coccus pyogenes 

M. BarBer. Journal of General Microbiology {J. gen. 
Microbiol.) 3, 274-281, May, 1949. 6 figs., 16 refs. 


Thirty-two strains of staphylococcus resistant to 
penicillin were maintained in broth for 5 to 12 months and 
then plated. Fifty colonies were selected at random from 
each strain and tested for penicillin sensitivity on ditch 
plates. It was found that resistance to penicillin had 
declined in 17 cases; in two strains all 50 colonies, and 
in 5 strains more than half the colonies, had become 
sensitive. When the parent cultures were plated on 
penicillin ditch plates the first two strains were found to 
be entirely penicillin-sensitive, while the remaining 15 
mixed strains appeared entirely penicillin-resistant, 
presumably because the remaining resistant organisms 
destroyed the penicillin and enabled the sensitive organ- 
isms to grow. Six resistant strains were kept by the 
gelatin—ascorbic-acid drying process for a year and 
treated similarly; resistance had disappeared in only 
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three colonies from one strain. Six strains were main- 
tained for 9 months both with and without repeated 
subculture, and were plated out and studied at intervals: 
four strains yielded an occasional sensitive colony, while 
the other two produced increasing numbers of sensitive 
colonies, with some indication that the transition to the 
sensitive form was accelerated by repeated passage. The 
production of sensitive variants was not stimulated by 
exposure to x rays or by growing the strains together with 
Streptococcus pyogenes. D. J. Bauer 


196. Cytochemical Mechanisms of Penicillin Action. 
VII. Effects on Activity of Alkaline Phosphatase 

J. DUFRENOY and R. Pratt. Journal of Bacteriology {J. 
Bact.] 56, 99-105, July, 1948. 24 refs. 


Plate cultures of Staphylococcus aureus and Bacillus 
subtilis on which penicillin cylinders had been placed 
were found, after subsequent treatment with appropriate 
reagents, to give positive reactions for alkaline phospha- 
tase, phosphates, and aldehydes in all areas except those 
in which inhibition of bacterial growth had occurred. 
All three reactions were most intense in the ring of 
enhanced growth surrounding each inhibition zone; 
only negative reactions were obtained inside the inhibition 
zones themselves. G. Payling Wright 


197. Sensitivity Changes of Actinomyces 
Penicillin and Streptomycin 

A. BoaNp and M. Novak. Journal of Bacteriology 
[J: Bact.] 57, 501-508, May, 1949. 3 figs., 9 refs. 


bovis to 


These investigations were carried out on six strains of 
Actinomyces bovis, 4 derived from cases of human 
infection and 2 of bovine origin. The antibiotics were 
added to 100 ml. amounts of thioglycollate medium to 
give a series of concentrations, and the medium contain- 
ing antibiotic was transferred to sterile tubes in about 
10 ml. amounts. Each tube was then inoculated with 
0-1 ml. of a young culture of Actinomyces and incubated 
at 37°C. The 6 strains used had been adapted to thio- 
glycollate medium and growth usually appeared in 24 to 
48 hours. If no growth occurred after 5 days the result 
was considered negative. 

The inhibitory concentration of penicillin initially was 
0-05 unit per ml. for two strains, 0-1 unit pei ml. for two 
strains, and 0-5 unit per ml. for the remainingtwo. After 
16 transfers ir penicillin-containing medium, 4 of the 
strains showed a 2-fold to 4-fold increase in resistance. 
After 32 such transfers there was no further increase in 
resistance. With streptomycin all strains initially were 
inhibited by a concentration of 30 units per ml., but grew 
slightly in 20 units per ml. After 10 serial transfers in 
streptomycin-containing medium all 6 strains developed a 
250-fold increase in resistance to this antibiotic. Growth 
in these transfers was slow, suggesting that only a few 
organisms in the inoculum were resistant. The increase 
in resistance of 5 of the strains was maintained after 54 
serial transfers in streptomycin-free medium. Sensitivity 
of one strain reverted to its original value after 45 such 
transfers. Streptomycin dependence was not observed. 

The authors conclude that penicillin has a greater 
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effect in vitro than streptomycin on strains of Actinomyces, 
and that, in view of the long duration of antibiotic 
treatment necessary in actinomycosis, the risk of 
development of streptomycin-resistant strains would be 
high. Mary Barber 


198. The Influence of Certain Substances on the Activity 
of Streptomycin. III. Differential Effects of Various 
Electrolytes on the Action of Streptomycin 

R. Donovick, A. P. BAYAN, P. CANALES, and F. PANsy. 
Journal of Bacteriology [J. Bact.] 56, 125-137, July, 1948. 
3 figs., 19 refs. 


The effect of a large number of simple salts on the 
inhibitory power of streptomycin on Klebsiella pneu- 
moniae has been examined. In general, divalent kations 
were more detrimental than univalent to the action of this 
antibiotic. Of the anions tested, acetate and pyruvate 
had little or no effect, that of the remainder in- 
creasing in the following order: nitrate, chloride, lactate, 
phosphate, tartrate, citrate and sulphate. The salts 
studied also interfered with the precipitation of des- 
oxyribose nucleic acid by streptomycin, but their relative 
activity in this reaction differed significantly from that 
found in the earlier experiments. These, and other 
studies made with the enzyme desoxyribose nuclease, led 
to the conclusion that the ability of streptomycin to 
precipitate desoxyribose nucleic acid has little to do with 
the antibiotic action of this stubstance. 

G. Payling Wright 


199. The Tuberculostatic Action of Nocardia Extracts 
in White Mice 

E. W. EmMMarT, R. E. KISSLING, and T. H. STARK. 
Journal of Bacteriology {J. Bact.] 57, 509-514, May, 1949. 
3 refs. 


In these experiments mice, experimentally infected with 
tuberculosis, were treated with a crude extract from 
culture filtrates of the actinomycete, Nocardia coeliaca. 
Swiss white mice of an inbred strain, weighing 20 to 22 g., 
were inoculated in the doisal tail vein with 1 mg. of 
human tubercle bacilli (strain H37 Rv) in 0-1 ml. saline. 
The infected mice were divided into 3 groups; one was 
kept as an untreated control; in the second the animals 
were injected subcutaneously twice daily with 1-5 mg. 
streptomycin; and in the third they were similarly 
injected with Nocardia extract, the dose being 50 mg. 
twice daily for a week and then 25 mg. twice daily for the 
rest of the experiment. In a second similar experiment 
the dose of Nocardia extract was 25 mg. twice daily 
throughout. All survivors from each experiment were 
killed and examined between the third and the fifth week 
after inoculation. The degree of gross tuberculous 
involvement of the lungs was graded within the limits of 
0 and 4 and an average for each group obtained. 

The Nocardia extract was obviously highly toxic and 
64% of the mice treated with this in the first experiment 
and 23°%% in the second died before the third week, 
whereas the mortality rates with streptomycin treatment 
were 4-1 and 12-5% and in the untreated groups 5 and 
41% respectively. There was, however, evidence 
in the surviving mice that Nocardia extracts suppress the 
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tuberculous process. In both experiments 78% of the 
control mice had gross lung lesions and the average 
degrees of involvement were 2:3 and 1-7. In the No- 
cardia-treated mice, gross lung lesions were only secn in 
25 and 24% and the average degree of involvement in 
both experiments was 1. Of the streptomycin-treated 
mice, 34 and 32% showed gross lung lesions and the 
average degree of involvement was0-9in bothexperiments. 
In histological sections of lungs, liver, and spleen findings 
were similar, showing that Nocardia extracts had an 
effect similar to that of streptomycin on tuberculosis in 
mice. As the authors point out, further Nocardia 
extracts may not be so toxic. Mary Barber 


200. Morphological Studies of the Normal Growth of a 
Human Tubercle Strain, and the Effects of Some Anti- 
bacterial Substances on Same. [In English] 

E. Espersen. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 26, 178-204, 
1949. 9 figs., 43 refs. 


Micro-cultures of Mycobacterium tuberculosis of the 
Scandinavian human strain E; on Sauton’s medium with 
“tween 80” 0-05%, serum albumin 0-5%, mannitol 0-:2%, 
and agar 1-8% (the glycerin being omitted from the 
original Sauton formula) were employed for the study of 
the normal growth of tubercle bacilli and the effect of 
streptomycin, penicillin, sulphathiazole, and glycerin 
on the morphology and reproduction of the organism. 
Normally, multiplication of the bacilli was by transverse 
fission, branching being only very rarely observed. 
After 24 hours the bacilli became elongated and thicker, 
more refractile, and eventually slightly curved—the 
pre-fission phase. From the second day onwards 
multiplication proceeded at increasing speed, resulting 
in small colonies by the 7th to 10th day, when growth was 
quite diffuse on the medium. Granules seen in the cul- 
tures were shown to be products of autolysis. They 
were observed for up to 3 months and were never seen to 
develop into bacilli. They appeared to play no role in 
the developmental cycle. 

The most marked morphological changes were found 
with the addition of streptomycin 0-25 yg. per mil. to 
the medium. The pre-fission phase was prolonged to 
2 to 3 days, and was not followed by division of the cells. 
The bacilli appeared swollen and considerably elongated, 
assuming various forms such as club- or spindle-shape. 
Distinct granulation was soon observed, followed by 
lysis and disintegration of the granular cells. Higher. 
concentrations of streptomycin were immediately bacteri- 
cidal, the bacilli becoming swollen and rapidly autolysing. 
Penicillin was shown to have a markedly bacteriostatic 
effect in concentrations from 10 units per ml. of medium 
upwards, a slight bacteriostatic effect at 5 units per ml., 
and none at | unit per ml. Lysis of the bacilli was 
marked when they were exposed to the higher concentra- 
tions, and their acid-fastness was impaired. Sulpha- 
thiazole in concentrations of over 5 mg. per 100 ml. 
medium proved bacteriostatic, and from 10 mg. per 100 
ml. upwards also bactericidal. The morphological 


changes seen with the lower concentrations of the last 
two substances were similar to those seen with the lower 
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concentrations of streptomycin. The observation of 
large club- or spindle-shaped bacil]i undergoing lysis in 
some of the control cultures prompted the inclusion 
of glycerin in the medium.- Concentrations of over 
0-75% in Sauton medium had a definite lytic action on the 
bacilli. Cultures with 10% glycerine showed morpho- 
logical changes comparable with those produced by 
0-25 pg. of streptomycin per ml. Concentrations of 
20 to 30% of glycerin were bactericidal] and intermediate 
concentrations were bacteriostatic. 

Reduced oxygen supply was found to produce mor- 
phological changes in the bacilli practically identical with 
those observed with the lower concentrations of the 
substances tested. The author concludes that inter- 
ference with the respiratory mechanism of the bacilli 
seems the most likely explanation of the effect of the 
substances tested. [Animportant paper. For technical 
details the original should be consulted.] £. Nassau 


201. The Staining of Tubercle Bacilli with Sudan 
Black B 
H. L. SHEEHAN and F. WHITWELL. Journal of Pathology 
and Bacteriology [J. Path. Bact.] 61, 269-271, April, 
1949. 4 figs., 3 refs. 


202. Penicillin-resistant Pathogenic Staphylococci Iso- 
lated from the Upper Respiratory Tract. [In English] 

J. Boe and T. M. VOGELSANG. Acta Pathologica et 
Microbiologica Scandinavica [Acta path. microbiol. 
scand.| 26, 71-76, 1949. 19 refs. 
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203. Immunity to Staphylotoxin in Diabetes Before 
and After Introduction of Specific Anatoxin. [Sulla 
immunita umorale antitossi-stafilotossica dei diabetici 
prima e dopo introduzione di anatossina specifica) 

G. BattisTINI. Archivio per le Scienze Mediche [Arch. 
Sci. med.) 87, 378-397, March, 1949. 1 fig., 25 refs. 


It is a well-established clinical fact that the resistance 
of diabetic patients to infections is diminished; accord- 
ing to von Noorden, 25% of diabetic patients suffer 
from furunculosis. In explanation of this lowered re- 
sistance, two main theories have been advanced, the first 
based on the idea that infecting organisms thrive more 
readily in fluids of high sugar content, the second that the 
resistance of the tissues is impaired by the high sugar 
content. Bujwid, in 1888, was unable to demonstrate 
any effect on the growth of cultures of staphylococci 
when sugar was added to the medium, but found, on 
injection of staphylococci into animals, that the addition 
of 12 or 15% glucose facilitated abscess formation at the 
site of injection. The author of this paper, originating 
from the Civil Hospital in Cesena, found in a previous 
study (G. Clin. med., 1938, 19, 213) that the blood of 
diabetics has a considerable bactericidal power against 
staphylococci, streptococci, and typhoid bacilli. This 
bactericidal power is equal to that of normal subjects and 
is not influenced by the severity of the diabetes or the 
presence of hyperglycaemia or ketosis. The researches 
of Djourichitch and of Ramon and others have shown 
that the staphylococcal toxins are responsible for the 


lysis and necrosis produced by the organism in the 
tissues and that resistance to infection is cl 
related to the quantity of staphylococcal antitoxin in the 
serum. The same authors showed that injection of 
staphylococcal anatoxin stimulates production of anti- 
toxin and thus increases resistance. 

The author has determined the level of staphylococca] 
antitoxin in the blood in various forms of diabetes and 
compared it with that found in normal individuals, and 
has studied the effect of the injection of specific anatoxin 
on the blood staphylococcal antitoxin level in diabetes, 
He found that: (1) In the blood of patients with mild 
diabetes the normal level of staphylococcal antitoxin 
is not essentially different from that of normal indivi- 
duals. (2) After injection of specific anatoxin, the 
production of antitoxin is considerably diminished 
in severe and acidotic diabetes and particularly in those 
patients who have suffered from previous staphylococcal 
infections. (3) The production of antitoxin is only 
slightly and slowly improved by insulin treatment. On 
the basis of these results the author concludes that 
ketosis leads to an impairment of the specific and non- 
specific defensive mechanism and that the frequency of 
suppurative lesions in diabetes is a consequence of the 
diminished production of antitoxins. E. Forrai 


204. Studies on the Immunology of Colostrum. (Re- 
cherches sur l’immunologie du colostrum) 

L. HirszFecp and I. Litte-Szyskowicz. Revue d’Im- 
munologie et de Thérapie Antimicrobienne [Rev. Immunol, 
13, 265-281, 1949. 6 refs. 


The colostrum of group O mothers contains, for the 
first 3 days after delivery, demonstrable amounts not only 
of the A and B agglutinins to be expected from Land- 
steiner’s rule, but also of agglutinins against O cells. 
The concentration of O agglutinin is usually highest on 
the first day after delivery and thereafter falls rapidly 
until, by the fourth day, no O agglutinin is detectable. 
The concentration of A and B agglutinins in colostrum is 
higher on the first day than that in the serum, but falls 
thereafter, though A and B agglutinins can usually be 
detected after O agglutinin has disappeared. The 
authors explain this by postulating an immunological 
autonomy of the mammary gland whereby the antibodies 
in it, and presumably produced by it, never reach the 
circulation and the susceptible erythrocytes; and by 
supposing that the antigens A, B, O secreted into the 
mammary gland by “ secretors ” do not react as readily 
with mammary antibody as with serum antibody. 

 C.L. Oakley 


205. The Mechanism of Active Cerebral Immunity to 
Equine Encephalomyelitis Virus. I. Influence of the Rate 
of Viral Multiplication 

R. W. SCHLESINGER. Journal of Experimental Medicine 
[J. exp. Med.] 89, 491-505, May, 1949. 8 figs., 11 refs. 


Two strains of Western equine encephalomyelitis virus 
were available; the R. I. strain had been passaged many 
times, and killed mice twice as rapidly and had a much 
higher lethal titre than the Kelser strain. When 0-03 
ml. was injected intracerebrally into normal mice and the 
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titre of living virus present in the brain estimated at 
intervals, it was found that with both strains there was a 
marked fall in the titre after injection. Thus in one 

experiment only 3:5% of the R. I. and 10-2% of the 
Kelser strain were present at the end of one hour. The 
jength of the latent phase varied with the strain, being 
only 3 hours for the R. I. strain but 5 hours for the 
Kelser. The speed of growth thereafter also varied, that 
of the R. I. strain being much-greater, so that at 32 hours 
the titre was 1,000 times greater than that of the Kelser 
strain. In spite of these differences, provided 100 times 
the LD 50 was injected there was little difference in the 
survival time of the mice, and further investigation 
showed that the maximum titre was reached at about the 
same time regardless of the size of the inoculum. 

The response of mice immunized with different 
amounts of vaccine was then studied to different challenge 
doses of virus administered intracerebrally. This showed 
that the Kelser strain was able to immunize in smaller 
doses than the R. I. ; 

In view of the possibility that the difference between 
the two strains was due to the fact that the R. I. strain 
had undergone many cerebral passages, the Kelser 
strain was passaged rapidly 40 times. Although its 
titre was still relatively low, the average survival time 
now approached that of mice infected with the R. I. 
strain. After 37 more passages, its behaviour in protec- 
tion experiments closely resembled that of the R. I. strain. 

In protection experiments with vaccinated mice it 
was found that, although mice may be fully resistant to a 
strain which multiplies slowly, they are either not 
protected at all or only to a slight degree when tested with 
arapidly growing strain. In animals which have been 
heavily immunized, however, the difference between the 
two variants may not be so marked. R. Hare 


06. The Mechanism of Active Cerebral Immunity to 
Equine Encephalomyelitis Virus. II. The Local Antigenic 
Booster Effect of the Challenge Inoculum 

R. W. SCHLESINGER. Journal of Experimental Medicine 
V. exp. Med.] 89, 507-527, May, 1949. 4 figs., 22 refs. 


With fast-growing (R. I.) and slow-growing (Kelser) 
variants of a strain of Western encephalomyelitis virus, 
mice were immunized so that they were able to survive 
the injection of the slow-growing strain but not of the 
fast. Living virus was injected intracerebrally into 
groups of mice thus immunized and the rate of multi- 
plication of the virus in the brain was then ascertained. 
In immunized mice receiving the fast-growing variant, 
curve of growth of the virus ran parallel to that in control 
mice but at a lower level. In those receiving the slow 
variant the virus multiplied (reaching levels much below 
that of the fast variant, however) and maintained itself 
fora few days, but then tended to die out. 

On the hypothesis that the slow-growing variant acted 
4s a booster stimulus to local antibody production, sera 
and brains (after perfusion) were titrated for antibody 
content after challenge inoculation. It was possible to 
show that the antibody level of the brain tissue itself 
did increase and could be measured by the fifth day. 


The neutralizing antibody was specific for Western en- 


cephalomyelitis virus but had no action on Eastern 
strains. 

In other experiments it was ascertained that animals 
which had been immunized with very small doses of virus 
vaccine might be unable to resist small doses of challenge 
virus, but might recover from larger doses of virus. 

Thus, as a result of these studies, the author suggests: 

1) that resistance of immunized mice may depend in 
on the speed of growth of the challenge virus; (2) 
that heavily immunized mice may resist both slowly and 
rapidly developing strains of virus because of the high 
initial antibody level; (3) that less heavily immunized 
animals may resist slowly multiplying strains of virus 
because, by virtue of that property, there is time for local 
production of antibody to occur; (4) that animals with a 
very low level of immunity may be able better to resist 
larger doses of virus than smaller ones, because the latter 
supply too small an antigenic stimulus. . R. Hare 


207. Universal Serologic Reaction with Lipid Antigen. 
III. In Syphilis 

R. L. KAHN and E. B. McDermott. American Journal 
of Clinical Pathology [Amer. J. clin. Path.) 19, 401-407, 
May, 1949. 5 figs., 3 refs. 


208. Universal Serologic Reaction with Lipid Antigen. 
IV. In Lepromatous Leprosy 

R. L. Kann, B. J. BARBEAU, and F. T. VILLALON. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.) 19, 408-413, May, 1949. 3 figs., 3 refs. 


209. Universal Serologic Reaction with Lipid Antigen. 
V. In Malaria 

R. L. KAHN. American Journal of Clinical Pathology 
[Amer. J. clin. Path. 19, 414-418, May, 1949. 4 figs., 
3 refs. 


210. Universal Serologic Reaction with Lipid Antigen. 
VI. In Tuberculosis 

R. L. KAHN. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 19, 419-423, May, 1949. 4 figs., 
6 refs. 


211. Technique of Caulfeild’s Inhibitive Test, also of 
Tuberculo-complement Fixation Test, for Serological 
Anticipation of Tuberculous Disease 

M. F. MACLENNAN. Diseases of the Chest (Dis. Chest] 
15, 517-531, May, 1949. 1 ref. 


212. Erythema Multiforme Exudativum: Report of a 
Case with False-positive Serology 

R. H. SAUNDERS. Yale Journal of Biology and Medicine 
(Yale J. Biol. Med.) 21, 481-486, July, 1949. 20 refs. 


213. Antibody Production in Pyridoxin-deficient Rats © 
L. R. C. AGNew and R. Cook. British Journal of 
Nutrition [Brit. J. Nutrit.] 2, 321-329, 1949. 7 figs., 
12 refs. 


214. Concentration of Diphtheria Antitoxin in Cord | 
Blood and Rate of Loss in Babies 

M. Barr, A. T. GLENNY, and K. J. RANDALL. Lancet 
[Lancet] 2, 324-326, Aug. 20, 1949. 2 figs., 3 refs. 
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215. Wheat Germ in Infant Feeding. (EI germen del 
trigo en la alimentaci6on del lactante) 

B. TARACENA DEL PINAL and J. GARRIDO LESTACHE 
CABRERA. Acta Pedidtrica Espatiola [Acta pediatr. 
esp.) 7, 847-865, June, 1949. 


The authors have made a detailed study of the com- 
position of wheat germ and of the results obtained from 
experimental feeding. Wheat-germ flour has a high 
protein and carbohydrate content, and contains the two 
essential amino-acids, simple sugars, and an abundance 
of vitamin-B complex. It is not a complete food item 
either for experimental rats or for infants, but is an 
excellent complementary food when given in doses of 
25 g. during the first 3 months and 40 g. from then 
onwards. The authors found that when wheat germ was 
given to 44 infants they gained weekly an average of 
84-27% more weight than when the wheat germ was 
omitted from the diet. René Méndez 


216. Sustained Summer Heat and Fever in Infants 
H. M. CarDuLLo. Journal of Pediatrics Pediat.} 35, 
24-42, July, 1949. 4 figs., bibliography. 


Observations were made on 88 infants under 2 years of 
age who were patients in Bellevue Hospital, New York, 
during a 5-day heatwave in August, 1948. In some cases 
the temperature of normal infants rose to 103° F. 
(39-4°C.) and of newborn infants up to 105-4° F. 
(40-8° C.) without other abnormal signs. Fever was 
more readily provoked in infants with infections, diar- 
rhoea, or cerebral defects than in healthy children. The 
liability of infants with cerebral defects to develop un- 
controllable hyperpyrexia was striking: out of 24 such 
infants (mostly suffering from severe congenital forms of 
cerebral disease) 6 died, for it was found that, once 
established, hyperpyrexia tended to be irreversible. 
There were no deaths apart from this group. The 
addition of 1 g. of sodium chloride to the diet seemed to 
benefit those infants with diarrhoea and pyrexia, but did 
not affect the pyrexia of the other infants. D. Gairdner 


217. Unexpected Death in Infancy. 
esperada en el nifio) - 

F. SANCHO MARTINEZ. Acta Pedidtrica Espafiola [Acta 
pediatr. esp.] 7, 933-975, July, 1949. 15 figs., biblio- 
graphy. 


The author observed that death was sudden in 25% 
of 169 fatalities in children. The influences of hospital, 
illegitimacy, age, congenital syphilis, maternal tuber- 
culosis, prematurity, and congenital weaknesses on this 
figure are considered. Considerable lymphoid hyper- 
plasia of the thymus was found in three cases. A long 
list of causes of sudden death is given, including pneu- 
monias, asthma, nervous diseases, cerebral haemorrhage, 


(La muerte in- 


46 


diabetes, tetany, and sepsis. Sudden death may be dye 

to mechanisms decisive in themselves or to stimuli, often 

trivial, acting unfavourably on already unstable systems, 
René Méndez 


218. Familial Dermo-chondro-corneal Dystrophy, 
(Dystrophie dermo-chondro-cornéenne familiale) 

J. FRangots. Annales d’Oculistique [Ann. Oculist., 
Paris] 182, 409-442, June, 1949. 18 figs., bibliography. 


The association is described of three syndromes— 
osteochondral, corneal, and cutaneous dystrophy— 
observed in a brother and sister aged 11 and 12 years 
respectively. The 2 cases were very similar and the 
changes in each were symmetrical. The bones of fore- 
arms and legs, carpus, metacarpus, tarsus, metatarsus, 
and phalanges were affected. Epiphyses were irregular, 
and there was decalcification and malformation of the 
small bones. The other bones, including those of 
cranium, face, and spine, were not affected. There were 
xanthomatous nodules over the interphalangeal joints 
of the hands and on the face and ears. The corneal 
lesions were central and superficial, extending down to 
and affecting Bowman’s membrane. The opacities were 
white and irregular and showed more opaque striations. 
The stroma, the endothelium, and the rest of the eye were 
not affected. All investigations gave negative results. 

The disease began at an age between | and 2 years, the 
children both being normal at birth. An elder sister 
died at the age of 11 months from bronchopneumonia. 
A younger sister aged 10 years and the mother showed no 
abnormality. The father was an epileptic and mentally 
deficient and was not available for examination. No 
malformation had been observed in any other member of 
the family. 

The diagnosis is discussed at length. As regards 
the corneal lesions the only dystrophy possibly involved 
is that which occurs in Hurler’s gargoylism and 
multiple dysostosis; this conclusion is reached after 
consideration of the osteochondral dystrophies. The 
dermatological literature does not reveal a single case of 
xanthomata associated with corneal and osteochondral 
dystrophies. 

The cranio-facial, spinal, and visual lesions and the 
mental retardation observed in Hurler’s syndrome were 
not present in these cases. R. W. Stephenson 


219. Infantile Diarrhoea and Vomiting. A Clinical and 
Bacteriological Investigation 

J. TayLor, B. W. Powe Lt, and J. WriGut. British 
Medical Journal (Brit. med. J.] 2, 117-125, July 16, 1949. 
17 refs. 


The authors describe a bacteriological study of cases 
of gastro-enteritis ina nursery for the newborn, a mothers’ 
and babies’ hostel, a residential nursery, and a children’s 
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hospital. No recognized intestinal pathogen was iso- 
lated; virus investigations of fatal cases were negative. 
A special strain of Bacterium coli, referred to as Bact. 
coli D 433, was isolated from 63 out of 106 of the babies, 
including all of 9 affected babies in one hospital, all of 
2 in another, and 21 out of 23 in a third. The cases 
occurred in seven counties and at different times of the 
year. The organism was not obtained from any of the 
208 babies in the control groups, but was isolated from 
4 of 84 adult contacts and 9 out of 34 baby contacts. It 
was impossible to assess the aetiological significance of 
the organisms. R. S. Illingworth 


220. Value of Biopsy of the Liver in Nutritional Dys- 
trophy. Evaluation of Treatment with Choline and Dried 
Stomach 

J. MENEGHELLO, J. ESPINOZA, and L. CORONEL. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.] 
78, 141-152, Aug., 1949. 3 figs., 3 refs. 


221. Coeliac Disease: A Relation Between Dietary 
Starch and Fat Absorption 

W. SHELDON. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 24, 81-87, June, 1949. 1 fig., 3 refs. 


The evidence obtained from estimations of the fat- 
balance in 15 children with the coeliac syndrome, on 
diets with and without starch, strongly supports the 
current view that reduction in intake of starch is more 
important than in that of fat in the treatment of this 
condition. The author makes a point of stating that 
estimation of the fat balance over a period of 8 days is a 
much more reliable method of gauging fat absorption 
than the simpler estimation of percentage of total fat 
in the dried faeces, the latter being influenced by any 
variation in the amount of fat in the diet. 
reported the withdrawal of starch from the diet was 
accompanied by a rise in fat absorption that averaged 
15%, enabling the child to tolerate a virtually normal 
fat intake, and led to improvement in weight, the character 
of the stools, and temperament. [The higher content of 
sugars in the non-starch diet as compared with the starch- 
containing diet was probably an important factor in the 
gain in weight observed in this series of cases.] 

W. G. Wyllie 


222. The Celiac Syndrome. Factors Influencing its 
Development with Particular Reference to Hypothyroidism 
as a Contributing Cause 

J. A. JOHNSTON and P. J. Howarp. Journal of Pediatrics 
\J. Pediat.} 35, 1-16, July, 1949. 5 figs., 29 refs. 


It is pointed out that many of the manifestations of the 
coeliac syndrome are also to be seen in hypothyroidism: 
in both states there is dwarfism with retardation of 
ossification; protein requirements are abnormally high; 
fat is poorly absorbed; the oral glucose tolerance test 
curve is flat; there is a negative calcium balance; the gut 
when examined radiologically is hypomotile and shows 
the clumping phenomenon; and the serum cholesterol 
level is high and the phosphatase content low. The 
thesis is advanced that the coeliac syndrome may be 
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precipitated by a number of factors—infective, allergic, or 
emotional—in children with an underlying constitutional 
defect and that this constitutional defect is in some cases 
a thyroid deficiency. In such cases administration of 
thyroid in moderate dosage, in addition to the usual 
treatment, has seemed to quicken symptomatic recovery, 
to accelerate ossification, and (in 2 cases investigated) has 
corrected a negative calcium balance. 

Moreover, it is suggested that a secondary hypothyroid- 
ism may be induced by any prolonged starvation and 
that for this reason small doses of thyroid are likely also 
to benefit those patients with the coeliac syndrome where 
the underlying defect is something other than hypo- 
thyroidism. D. Gairdner 


See also Section Radiology, Abstract 144. 


223. Treatment of 160 Cases of Erythroblastosis 
Foetalis with Replacement Transfusion 

J. J. VAN LoGHemM, J. H. VAN BoLuHuts, J. M. SOETERS, 
and G. M. H. VEENEKLAAS. British Medical Journal 
[Brit. med. J.] 2, 49-53, July 9, 1949. 3 figs., 15 refs. 


Replacement transfusion was carried out through a 
rubber Nélaton catheter passed into the umbilical vein, 
by alternately aspirating and injecting blood by means of 
20-ml. syringes. The method is described in detail. The 
indications for exchange transfusion are considered, and 
the results in 160 infants are described briefly. The 
mortality rate in this series was 22:5%; the causes of 
death included air embolism, incompatible transfusion, 
infection, haemorrhagic tendency (possibly due to 
heparin employed as anticoagulant in transfused blood), 
delayed transfusion, undue prematurity, and extremely 
severe haemolytic disease. A. Brown 


224. Congenital Hemolytic Disease Resujting from A-O 
Isoimmunization 

N. MITCHELL, A. H. Moss, B. REDNER, H. Levy, and I. J. 
GREENBLATT. Pediatrics [Pediatrics] 3, 813-819, June, 
1949. 1 fig., 11 refs. 


Whereas most cases of haemolytic disease of the new- 
born can be shown to be due to an incompatibility be- 
tween mother and foetus as regards the Rh antigens, 
occasional cases apparently occur with no such in- 
compatibility but with an incompatibility in the ABO 
system. There is much scepticism that ABO incompati- 
bility is the cause. The present authors record 3 such 
cases in which the infant died with severe jaundice. In 
each case the mother was group O Rh-positive and no Rh 
antibodies could be demonstrated in the serum, but 
increased anti-A titres were noted. Evidence is pre- 
sented that these titres represent an immune antibody. 
The infants in each instance were regarded clinically and 
at necropsy as suffering from haemolytic disease. 
Kernicterus was pronounced in each. In_one case 
immune anti-A antibody was demonstrated in the 
infant’s serum. [This case is therefore the most con- 


vincing of the three. No report is made of attempts 
to exclude familial haemolytic icterus or possible 
iso-immunization in systems other than ABO, MN, and 
John F. Loutit 
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225. The Prevention and Treatment of Motion 
Sickness. I. Seasickness : 

L. N. Gay and P. E. Caruiner. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.) 84, 470-487, 
May, 1949. 1 fig., 6 refs. . 


The beneficial effects of ‘‘ dramamine (8-dimethyl- 
aminoethyl benzohydryl ether 8-chlorotheophyllinate) 
are described, with particular reference to its effects on 
seasickness. A full-scale trial was made on board a 
13,000-ton U.S. Army transport carrying on a 10-day 
trip 1,366 troops from New York to Bremerhaven. The 
ship’s construction, narrow in the beam and high out of 
the water, had resulted in her gaining an unenviable 
reputation for motion at sea. 

For more accurate assessment of the value of the drug 
different groups of men were treated in different ways so 
that both the therapeutic and the prophylactic effects of 
the drug could be studied. The standard dosage of 
either dramamine or a lactose placebo was 100 mg. 
orally, repeated 6-hourly to a total of 400 mg. daily. 

The 485 men assigned to 4 compartments received 
treatment according to the compartment which they 
occupied. In one compartment 99 controls received no 
treatment and within 12 hours of leaving New York 
33 were seasick and had received placebo capsules; 19 
of these, whose complaints had been of nausea and dizzi- 
ness, recovered in 12 hours, but the other 14 became pro- 
gressively worse and were therefore given dramamine with 
complete relief within half an hour. In the next com- 
partment, of 129 men, 15 had reported to the sick bay 
within 12 hours of leaving New York, and these men were 
given dramamine; 14 of the 15 were relieved of their 
symptoms and the other obtained partial relief so long as 
the use of dramamine was continued. In the third 
compartment, of 123 men, placebo treatment was given 
from the time of sailing and within 12 hours 35 men 
reported with seasickness. When after 2 days they 
were given dramamine all but one man, who remained 
dizzy, obtained relief within one hour of taking the drug. 
In the fourth compartment 134 men were given prophy- 
lactic dramamine for at least 48 hours and not one of 
these developed nausea or vomiting and only two com- 
plained of dizziness. When dramamine was discontinued 
41 (30%) developed seasickness within 10 to 18 hours, but 
the seasickness was completely relieved when dramamine 
was given again, returned when the drug was withheld, 
and finally disappeared when dramamine was given 
continuously. 

These remarkable results were confirmed by the effects 
of dramamine on the 195 cases of seasickness which 
developed among the other 881 passengers who had not 
been placed in the selected compartments. Of these 
187 obtained complete relief half an hour after the 
administration of dramamine. When the patient was 
unable to retain a capsule given orally the drug was given 
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rectally with equally beneficial results. Throughout, 
dramamine was given to 389 patients, of whom 372 
were completely relieved of symptoms, without any 
unpleasant effects or reaction to the drug being noticed, 
The results of these therapeutic trials [which suggest 
that dramamine is more efficient than hyoscine] were 
paralleled by those obtained in smaller groups of women 
on a return voyage. H. E. Holling 


226. The Effectiveness of Dramamine in the Prevention 
of Airsickness 

B. A. STRICKLAND and G. L. HAHN. Science [Science] 
109, 359-360, April 8, 1949. 3 refs. 


Because of the observations of Gay and Carliner 
(Abstract 225) a test was made of dramamine in air- 
sickness. Twelve groups, each of 18 men, were exposed 
for one hour to conditions simulating flight in turbulent 
air. None of the subjects was on flying duty and so 
adapted to motion in an aircraft. The conditions 
were controlled carefully as regards placebo or drug, 
position of the subject in the aircraft, and time of 
administration, and randomized for other variables, 
All flights were carried out at 5,000 feet (1,500 m.) in 
aircraft the pilots of which had developed means of 
simulating flight in turbulent air, by causing “ yawing”, 
rolling, pitching, or combinations of these. The results 
were judged by the sole test of the occurrence or not of 
vomiting. Of 216 subjects, 108 received 100 mg. dram- 
amine, and 108 a similar tablet of a placebo. Of the 
first group, 31 were airsick as opposed to 60 in the 
second. [The results are not so spectacular as ‘in the 
case of seasickness but are, none the less, encouraging. 
However, no comparison with hyoscine is reported.] 

Reginald St. A. Heathcote 


227. Treatment of Seasickness Aboard Ocean-going 


Ships 
M. B. McEvepy. Lancet [Lancet] 1, 825, May 14, 1949. 
3 refs. 


228. Mechanical Respiration 
U. BLACKWELL. Lancet [Lancet] 2, 99-102, July 16, 
1949. 1 fig., 1 ref. 


The author prefers the Stille type of respirator, with 
which both negative and positive pressures can be used. 
She describes the box respirator (both the Drinker and 
the Both model), the biomotor modification of the 
Eisenmenger, the cuirass, and the Bragg—Paul pulsator. 
When patients are out of the breathing machine for 
nursing attention they can be kept alive by the McKesson 
resuscitator or the Oxford inhaler. 

Respiratory distress which may need treatment in a 
respirator occurs in cases of poliomyelitis, diphtheria, 
polyneuritis, progressive muscular atrophy, electric 
shock, poisoning, and post-operative atelectasis. These 
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patients do better when early mechanical aid is given. 
The symptoms to be looked for include a rise in respira- 
tion rate, working of the alae nasi, slight cyanosis, 
restlessness, insomnia, and inability to speak a sentence 
without pausing for breath. Clinical signs and ex- 
perience alone can provide a decision as to when the 
patient can be taken permanently out of the machine. 
A patient can be asked to count slowly without pausing 
for breath: if he cannot count beyond 10 to 15 he still 
requires the respirator. Observations of the alkali 
reserve are also of value. A 

[Detailed instructions for the management of patients 
in various types of respirator and for the prophylaxis 
and treatment of complications are given, and for these 
the original paper should be consulted.] 

Geoffrey McComas 
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29. A Clinical Evaluation of Neohetramine in Allergic 
Diseases 

E. SCHWARTZ and J. REICHER. Annals of Allergy [Ann. 
Allergy] 7, 320-324, May-June, 1949. 4 refs. 


“ Neohetramine ”’, which is 2-(N-dimethylaminoethyl- 
N-p-methoxybenzyl) -aminopyrimidine monohydro- 
chloride, was used in the symptomatic treatment of 
allergic diseases in doses of from 50 mg. one to four 
times a day up to 100 mg. three or four times a day. 
Of 111 patients 60% obtained relief, but the remainder 
obtained slight relief or none at all. Drug reactions 
occurred in 8 cases, but in only 2 of these was it necessary 
to stop the treatment. A. W. Frankland 


230. Treatment of Hay-fever by Injection of Nasal 
Mucosa with Alcohol 

B. Russet. Lancet [Lancet] 1, 1098-1099, June 25, 
1949. 4 refs. 


The author claims that the nasal symptoms of hay-fever 
can be diminished or completely relieved by the injection 
of alcohol into the sensitive areas of the nasal mucosa. 
These trigger areas may be apparent as localized oede- 
matous patches; in case of difficulty the application of 
adrenaline to the nasal mucosa reveals them as red areas 
ona blanched background. 

The nose is rendered insensitive by the application of a 
cocaine and adrenaline spray (20% cocaine hydrochloride 
with an equal amount of 1 in 1,000 adrenaline hydro- 
chloride), the nose then being packed with ribbon 
gauze moistened with the same solution for 15 minutes. 
A needle is then introduced through the mucosa at the 
postero-inferior border of the trigger area and a drop of 
10% alcohol introduced with firm slow pressure. The 
next drop is introduced } inch (0-6 cm.) forward and 
upward from the first and so on until the entire area has 
been covered. Intramucosal injection of the septum is 
simple but the injection of the inferior turbinate may be 
difficult. Both sides of the nose should not be injected 
at the same time because of the transient mucosal swell- 
ing which follows. Patients should be treated immedi- 
ately before the pollen season. During the season the 

M—E 


author paints the trigger areas with undiluted chromic 
acid. 

He claims that the result is as a rule “ to reduce the 
symptoms below the threshold of distress and often to 
obliterate them for at least one season’’. Sequelae are 
rare. In 2 cases a small cartilaginous slough appeared. 
Some transient bleeding from the needle punctures may 
occur. A few cases of asthma with sensitivity to 
inhalants have been treated with benefit. 

R. S. Bruce Pearson 


231. Studies of Capillary Permeability in Allergy with 
the Dermofluorometer 

L. H. Criep and M. I. Levine. Journal of Allergy 
[J. Allergy] 20, 185-197, May, 1949. 10 figs., 15 refs. 


The dermofluorometer consists of an ultraviolet light 
source and a photoelectric cell. It is employed to 
measure the intensity of fluorescence at a skin site after 
intravenous injection of fluorescein. In 16 normal 
subjects and 18 patients with various allergic diseases 
skin fluorescence was found to be similar. Skin 
wheals produced by histamine showed hyperfluorescence 
in allergic and non-allergic subjects, and urticarial 
wheals reacted in the same manner. If adrenaline was 
given beforehand, the hyperfluorescence of histamine 
wheals was less pronounced. WHyperfluorescence was 
also less after 600 mg. of “* pyribenzamine ’’ daily had 
been given for 3 days. The fluorescence of the normal 
skin was not influenced by either adrenaline or 
pyribenzamine. H. Herxheimer 


232. Skin Reactions. XVI. Comparison of Anti-hista- 
minic Action of Pyribenzamine and Epinephrine Intro- 
duced into Human Skin by Electrophoresis 

H. A. ABRAMSON and S. GrosBeRG. Annals of Allergy 
[Ann. Allergy] 7, 325-328 and 358, May-June, 1949. 
4 figs., 6 refs. 


When epinephrine (adrenaline) was introduced electro- 
phoretically into the skin a blanched area appeared 
surrounded by a flare. Histamine introduced in a 
similar manner over half the blanched area produced a 
slight reddening and whealing. As the reddened area 
disappeared the blanching due to the adrenaline was 
restored. ‘“‘ Pyribenzamine”’ also, when introduced by 
iontophoresis, inhibited histamine whealing, but adren- 
aline was about 1,000 times as effective. This suggests 
that adrenaline might be useful as an ointment in the 
allergic dermatoses. A. W. Frankland 


233. Comparison of Anthisan (Mepyramine Maleate) 
and Phenergan as Histamine Antagonists 

W. A. Balin, J. L. BROADBENT, and R. P. WARIN. 
[Lancet] 2, 47-52, July 9, 1949. 3 figs., 7 refs. 


Histamine was injected intradermally in amounts of 
10, 1, and 0-1 yg. and the resulting skin wheal measured 
by planimetry. ‘“‘ Anthisan” (mepyramine maleate) 
or “ phenergan ” (N(2-dimethylamino-n-propyl) pheno- 
thiazine hydrochloride) was administered orally and 
the dose of each which reduced the wheal area by 50% 


Lancet 
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determined. In 6 normal subjects this reduction was 
produced by 40 mg. of phenergan or by 275 mg. of 
anthisan. Complete disappearance of the wheals could 
not be achieved, but it is concluded from the form of the 
regression curves obtained that this would have required 
450 mg. of phenergan or 3,200 mg. of anthisan. In 
order to compare the duration of action of the two 
drugs the time taken, after maximum antihistamine 
effect was reached, for this effect to be reduced by one- 
half was measured in each case, the substances being 
given in doses of equal effect. These tests were carried 
out on groups of from 4 to 11 subjects and with intra- 
dermal histamine doses of 1 or 3 xg. It was found that 
the effect of phenergan took nearly four times as long to 
diminish by one-half as did that of an equivalent dose of 
anthisan. The maximum effect of anthisan was reached 
in an average time of 120 minutes and of phenergan in 
190 minutes after administration. In some -of the 
experiments the antihistamine action of phenergan was 
preceded in the first half-houf by an increase of the 
histamine effect. 

The actions of these drugs were also compared in 20 
cases of chronic urticaria. Anthisan was given in three 
daily doses, phenergan in one dose at bedtime. On 
the average, 14 times as much anthisan as phenergan 
was required to produce the same effect. The side 
effects of both substances were more marked during the 
period of maximum antihistaminic effect, but tended to 
become less after a few days of continuous use, whereas 
the antihistamine effect remained undiminished. Phener- 
gan should therefore be taken at bedtime, since the fatigue 
caused by the drug passes off during the night but its 
antihistamine effect persists during the following day, 
the average period between maximum and half-action. 
being 194 hours. H. Herxheimer 


234. Histamine Antagonists. XIV. An Experimental 
and Clinical Study of N,N-Dimethyl-N’-2-thiazolyl-N ’-p- 
methoxybenzyl-ethylenediamine Hydrochloride (194-B) 

T. B. BERNSTEIN and S. M. FEINBERG. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.| 34, 1007— 
1009, July, 1949. 


235. Disseminated Focal Necrosis with Eosinophilia and 
Arteritis in a Case of Asthma (? Loeffler’s Syndrome) 

J. F. Smitu. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 489-494, July, 1948. 6 figs., 10 refs. 


In this paper the case is described of a woman aged 48 
who, after a cold, developed asthmatic attacks with 
productive cough and occasional blood-streaked sputum. 
The first of these attacks was treated with sulphonamides, 
but they recurred at intervals over a period of 6 months 
and were associated with eosinophilia (about 40% of a 
total leucocyte count averaging 17,000 per c.mm.) and 
faint radiological mottling of the lungs. The last attack 
was severe and resulted in death from cardiac failure. 

At necropsy, numerous groups of confluent, brownish- 
yellow nodules, up to 1 cm. in diameter, were found 
throughout the lungs, heart, spleen, and kidneys, sections 
of which were stained with haematoxylin and eosin, 
‘Weigert’s iron haematoxylin and Van Gieson, Hart’s 


elastic stain, Gram’s stain, and Ziehl-Neelsen stain 
Microscopically, the lungs showed several types of change: 
(1) a necrotizing lesion; (2) a lesion similar to that of 
periarteritis nodosa; and (3) thrombotic lesions with 
haemorrhagic infarction. All the tissues were heavily 
infiltrated with edsinophil leucocytes, these cells being 
particularly numerous in and around the lesions described 
above. The heart also showed diffuse infiltration by 
eosinophil cells, which were particularly numerous in ang 
around the necrotic areas. The spleen and kidneys were 
similarly affected. The liyer showed only slight eosino- 
philic infiltration of the portal tracts. 

From the histological picture the author considers that 
the lesions in the lungs are more chronic than those in the 
other organs and suggests that the condition originated 
in the lungs and subsequently spread elsewhere. The 
findings are discussed in relation to anaphylaxis in general 
and to periarteritis nodosa and Loeffler’s syndrome in 
particular. R. B. T. Baldwin 


236. The Significance of the “* Aleudrine ’’ Test in the 
Diagnosis of Bronchial Asthma. (Die Bedeutung des 
Aleudrintestes in der Diagnose des Asthma bronchiale) 
F. Wyss and H. Stuckt. Helvetica Medica Acta [Hely, 
med. Acta] 16, 138-146, May, 1949. 2 figs., 9 refs. 


A group of 10 children and 24 adults, suffering from 
bronchial asthma, were examined by “ pneumometry” 
during periods when they were clinically free of asthmatic 
symptoms, and a control group of 13 children and 4 
adults who had no past, present, or family history of 
asthma were subjected to the same examination. The 
pneumometer measures the velocity of the air current 
produced by forced expiration, and the values obtained 
are thus dependent on the degree of spasm of the bronchial 
muscle and of swelling of the mucosa, and on the amount 
of accumulated secretion in the bronchi. 

Pneumometric readings were taken before and after 
the inhalation of an aerosol of “* aleudrine ’’ (isopropyl 
noradrenaline). The readings in the normal group were 
not changed, whereas the velocity of the expired air was 
markedly increased in 80% of the individuals of the 
asthmatic group. The authors believe that this “ alev- 
drine test”’ is a suitable method of measuring latent 
bronchospasm. Kate Maunsell 


See also Sections Respiratory Disorders, Abstract 
312; Dermatology, Abstract 355. 
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237. Sodium and Chloride Depletion in Acute Por- 
phyria with Reference to the Status of Adrenal Cortical 
Function 

F. T. G. Prunty. Journal of Clinical Investigation \J. 
clin. Invest.] 28, 690-699, July, 1949. 7 figs., 28 refs. 


It has been claimed that the adrenal cortex may be 
functionally inadequate in porphyria. In order to test 
this observations were made on the electrolyte status and 
urinary hormone output of a patient during and after 
an acute attack; the response to adrenocorticotrophic 
hormone (ACTH) was also studied in these two phases. 
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It was found that desoxycorticosterone did not notably 
increase the low serum values of sodium and chloride; 
the serum potassium level fell. In the acute attack 
high excretion of “ neutral reducing steroids” in the urine, 
a high fasting uric-acid—creatinine ratio, and a low eosin- 
ophil count were noted, suggesting heightened adrenocor- 
tical activity. The response to ACTH was also good, 
indicating a satisfactory adrenal reserve. After recovery 
from the acute attack the evidence of adrenal hyper- 
activity disappeared; there was still a satisfactory 
response to ACTH. The inference is that the adrenal 
cortex is active in an acute attack of porphyria, as one 
would expect it to be in any non-specific somatic trauma. 
In conformity with this, the adrenal cortex of 2 patients 
who died during an acute attack was hypertrophied. 
The hypochloraemia and hyponatraemia of acute por- 
phyria may be explained by renal damage; the kidneys 
in fatal casés of porphyria have shown changes resembling 
Lucke’s “‘ lower nephron nephrosis”’. D. A. K. Black 


238. Acute Porphyria and Associated Electrolyte 
Changes 

D. Davies. British Medical Journal [Brit. med. J.) 1, 
846-848, May 14, 1949. 14 refs. 


This report of a case of acute porphyria concerns a 
man aged 20 admitted to a Royal Naval Hospital with 
abdominal symptoms. Subsequently he became schizo- 
phrenic and, before death, developed a polyneuritis. 
There was no record of drug administration, and 
investigation of the family proved negative. Pigmenta- 
tion of the urine was delayed, but eventually spectroscopy 
revealed acid porphyrin. [It is not stated whether the 
pigment was uroporphyrin III.] Low serum sodium and 
chloride levels were noted and their failure to rise after 
short courses of treatment with desoxycorticosterone 
acetate and cortical extract suggested that adrenal 
deficiency was not responsible. Renal damage was then 
suggested but in the absence of albuminuria and a 
progressive rise in blood urea level the evidence was not 
impressive. The post-mortem appearance of the 
kidneys was not strikingly abnormal and the adrenals 
were hypertrophied. 

On the basis of experimental animal work which 
shows a superficial resemblance between pantothenic 
acid deficiency and porphyria, and of a report that pan- 
tothenic acid reduces porphyrin excretion produced by 
drugs, 500 mg. of pantothenic acid was given intramus- 


cularly for 2 weeks and the effect studied, with inconclu-- 


sive results as regards excretion. R. N. Johnston 


239. On the Relation of Potassium to the Neurological 


Manifestations of Hypocalcemic Tetany 

F. L. ENGet, S. P. MARTIN, and H. Taytor. Bulletin 
of the Johns Hopkins Hospital {Bull. Johns Hopk. Hosp.] 
84, 285-301, April, 1949. 5 figs., 26 refs. 


In 2 patients with chronic diarrhoea and lowering of 
the potassium and calcium levels in serum, the muscles 
were flaccid and tetany was absent. When the potassium 
level in serum was raised, flaccidity of the muscles dis- 
appeared but severe tetany occurred, even though the 
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calcium level had not significantly changed. In view of 
the opposite physiological effects of potassium and 
calcium ions on neuro-muscular irritability, it was thought 
that the increase in potassium in serum might have 


‘unmasked latent tetany. Repeated experiments showed 


that an intravenous infusion of potassium in these 
patients with hypocalcaemia would in fact induce severe 
tetany. Concomitantly, the Q-T interval in the electro- 
cardiogram, which had been prolonged when the serum 
potassium level was low, returned to normal. When 
potassium infusion, as sometimes happened, did not raise 
the level of potassium in serum tetany did not occur. The 
authors suggest that the level of serum potassium may be 
one of the factors determining the presence or absence of 
tetany at comparatively low levels of calcium in serum. 
Although neuro-muscular reactions have been reported 
during the potassium treatment of “* grass staggers’ in 
cattle, there is no evidence that in man elevation of the 
serum potassium level will produce tetany if the serum 
calcium level is not reduced. The manner and site of 
action of potassium in facilitating the appearance of 
tetany are not known; on two occasions the injection of 
potassium into the brachial artery failed to induce local 
tetany. D. A. K. Black 


240. The Extracellular Fluid Volume in Obesity. [Le 
volume des liquides extracellulaires dans l’obésité) 

R. CANON. Presse Médicale [Pr. méd.] 57, 657, July 16, 
1949. 8 refs.. 


241. Spontaneous Hypoglycaemia ; 
R. Hastincs-JaMes. Lancet [Lancet] 1, 814-817, 


May 14, 1949. 6 figs., 20 refs. 


A plea is made for simplification in the classification of 
the causes of spontaneous hypoglycaemia. Organic 
hypoglycaemia due to islet tumour is rare, whereas idio- 
pathic spontaneous hypoglycaemia is common, some 
10% of the population being affected. The latter may 
be (1) reactive, following hyperglycaemia in patients with 
the “‘lag”’ type of glucose tolerance curve, (2) post- 
gastrectomy and post-gastroenterostomy, or (3) nervous. 
Possible causes are large carbohydrate meals, widely 
spaced meals, vagal activity, and functional liver disorder. 

Geoffrey McComas 


242. Hypercalcemia Without Hypercalcuria or Hypo- 
phosphatemia, Calcinosis and Renal Insufficiency. A 
Syndrome following Prolonged Intake of Milk and Alkali 
C. H. BurNETT, R. R. Commons, F. ALBRIGHT, and J. E. 
Howarp. New England Journal of Medicine [New Engl. 
J. Med.) 240, 787-794, May 19, 1949. .1 fig., 28 refs. 


Six cases in which calcinosis was present are described ; 
in all of these there was a history of peptic ulcer or 
ulcer symptoms treated for long periods by abundant 
milk and alkalis. All patients had severe renal insuffi- 
ciency without a history of previous renal disease, 
manifested by nitrogen retention, fixed specific gravity, 
and low renal-function figures. Five had persistent 
hypercalcaemia but no excess of urinary calcium. Mild 
and chronic alkalosis was found in 5, but none of them 
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had had an acute episode of alkalosis. Hyperpara- 
thyroidism was suspected in several, but exploration in 
one showed normal glands and in another secondary 
hyperplasia. Hypertension was present in 5 and 
persistent pruritus in 4. Evidence of calcinosis was 
found in all 6 cases. In the eyes of all patients were 
seen hazy granular corneal deposits concentric with the 
limbus, and described as band keratopathy; in 2 there 
were also glass-like particles in the conjunctiva. One 
patient had nephrocalcinosis, as well as calcification of 
the dura mater, diaphragm, costal cartilages, tendons, and 
blood vessels; in another there was extensive calcification 
of tentorium, falx, dura, and bronchial tree. A third 
patient had subcutaneous calcified nodules on elbows, 
hands, and knees, and calcification in the lung. In 
others calcified mesenteric glands and abdominal blood 
vessels were found. 

The mechanism of production of this syndrome is 
discussed, and it is concluded that the excessive intake of 
milk and alkalis leads to renal damage, hypercalcaemia, 
and resultant impaired calcium excretion. Clinical 
improvement resulted from reducing the intake of milk 
and of alkalis. C. L. Cope 


243. Liver Function and Serum Protein Structure in 
Gout 

W. Q. WoLFson, C. COHN, R. Levine, E. F. ROSENBERG, 
and H. D. Hunt. Annals of Internal Medicine {Ann. 
intern. Med.] 30, 598-614, March, 1949. Bibliography. 


Neither the traditional association of gout with 
“ liverishness ’’ nor the scientific suggestion that gouty 
hyperuricaemia results from a deficiency of uricolytic 
enzyme in the human liver will bear any scrutiny which 
is undertaken with proper scepticism. From the data 
herein presented, including a great array of tests of liver 
function in patients showing various forms of gout, and 
from a critical review of the literature it is clear that, 
except in the presence of an independent complicating 
morbid process, liver function is normal in gout. Gout 
is not, as a rule, associated with functional hepatic 
impairment. Disease of the liver is neither a cause nor a 
result of gout. G. F. Walker 


244. An Endocrine Finding Apparently Characteristic 
of Gout. Very Low Uri 17-Ketosteroid Excretion 
with Clinically Normal Androgenic Function 

W. Q. Wo rFson, H. S. GUTERMAN, R. Levine, C. COHN, 
H. D. Hunt, and E. F. RosenserG. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.| 9, 497-513, June, 
1949. Bibliography. 


The 17-ketosteroid output was studied in the urine of 
11 patients with gout. It was 0-7 mg. per 24 hours in the 
one female patient, and it averaged 3-2 mg. per 24 hours 
in the 10 male patients. Figures were similar when the 
examination was made during an acute phase of gout and 
during a remission when the patient appeared to be 
completely well. The cause of this low output was then 
investigated. In 3 out of 4 patients with hyperuricaemia 


but without gout, the 17-ketosteroid output was normal; 
this indicates that the low output is associated with the 
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gout and not with the hyperuricaemia. The Possibility 
that pituitary or adrenal cortical or thyroid insufficiency 
existed was next explored, but no evidence could be 
found to support this in any of the patients, nor was 
there any evidence of sex-gland deficiency in the males, 
Hepatic insufficiency was next considered as a cause of 
incomplete conversion of adrenal cortical or testicular 
steroids, but a series of liver function tests gave normal 
responses and the possibility of some specific hepatic 
enzyme defect was excluded by the finding that injecteq 
testosterone was excreted as 17-ketosteroids in the 
normally expected amounts. Finally the possibility that 
the endocrine disorder in gout corresponds to the 
“ resistance stage” of Selye’s general adaptation 
drome was considered. Patients in this “ resistance 
stage”’ are, however, generally chronically ill or are 
convalescing from a severe illness or operation, whereas 
patients in remissions from gout may be apparently 
perfectly well except for this endocrine imbalance. It 
seems unlikely therefore that the low 17-ketosteroid 
output is related to the “resistance stage”. Patients 
with gout were fodnd to have a normal 11-oxysteroid 
output; when they were treated with adrenocortico- 
trophic hormone there was a normal rise in output of 
both 11-oxycorticoid and 17-ketosteroids. The authors 
postulate that in gout the biological androgen activity is 
maintained by some androgen the metabolism of which 
does not make any important contribution to the 
urinary 17-ketosteroid output. A. C. Crooke 


245. Interrelationship of Certain Vitamins of the B 
Group in Aneurin, Riboflavin and Biotin Deficiencies 

K. BHAGvaT and P. Devi. 
chem. J.) 45, 32-38, 1949. 31 refs. 
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246. Experience with a New Insulin 

N. R. Kirkpatrick. Proceedings of the Staff Meetings 
of the Mayo Clinic [Proc. Mayo Clin.] 24, 365-370, 
July 6, 1949. 1 fig., 9 refs. 


Attempts to find an insulin intermediate in action 
between protamine zinc insulin and soluble insulin 
continue, and this paper describes a short clinical trial 
of a new preparation called ““NPH 50” (N=neutral; 
P=protamine; H=Hagedorn, who has prepared the 
protamine zinc insulin in crystalline form; 50=the 
50 mg. protamine per 100 units insulin used in the 
compound). 

The Mayo Clinic, in previous routine attempts to 
control diabetes by one daily injection, have for some 
years followed the British ‘practice of giving a mixture of 
soluble insulin and protamine zinc insulin to suit the 
individual patient. The results with the new preparation 
have been compared with those obtained by alternate 
substitution. The hope is cautiously expressed that it 
will prove at least as satisfactory as the mixed-dose 
method. 

[There is no clear evidence in this article about the 
duration and time of maximum action of different doses— 
essential for the assessment of an insulin preparation. 


Biochemical Journal [Bio- - 
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It is to be hoped that this new insulin will not be rushed 
on to the market, as globin insulin was, without very 
thorough trial.] R. D. Lawrence 


247. Clinical Experience with a New Modified Prot- 
amine Insulin (NPH-50) 

A. J. GABRIELE and A. MARBLE. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 16, 197-206, 
June, 1949. 10 figs., 8 refs. 


This paper reports the clinical trial of a new type of 
modified protamine insulin under ideal conditions at a 
New England holiday camp for diabetic boys. The 
insulin, ““ NPH 50°’, contains only a small amount of 
zinc; its action is stated to be more rapid in onset and of 
shorter duration than that of ordinary protamine zinc 
insulin, although it was found to exert an effect for at 
least 24 hours and probably for 28 to 30 hours. 

The diet of the 115 boys who submitted to the study was 
carefully measured and their daily exercise was com- 
parable. Capillary blood sugar curves over a period of 
24 hours in a group of 10 subjects given NPH 50, 30 to 
45 minutes before breakfast, showed a high fasting value 
and a rise after breakfast to 185 to 400 mg. per 100 ml., 
but subsequently the blood-sugar level fell and remained 
for the rest of the day at a satisfactory level. 

The authors conclude from maintenance studies that 
this new insulin provides as good control as a mixture of 
soluble and protamine zinc insulin, but point out the 
high blood sugar level after breakfast and a tendency to 
hypoglycaemia in the night. They avoided these 
defects by giving a small amount of carbohydrate at 
breakfast and as much as 30 to 40 g. of carbohydrate at 
supper. Experience in the camp suggested that a single 
injection of NPH 50 would control the condition in most 
juvenile diabetics. But follow-up study showed that 
under home conditions 45% of the patients had to 
supplement NPH 50 with crystalline insulin. The 
authors conclude that the results are favourable provided 
the evening or nocturnal hypoglycaemia is balanced by 
an adequate supper. I. McLean-Baird 


248. External Ocular Muscle Palsies Occurring in 
Diabetes Mellitus 

E. A. WEINSTEIN and H. DoLGer. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 60 
597-603, Dec., 1948. 8 refs. 


Fourteen cases of ocular palsy associated with 
diabetes mellitus seen at the Mount Sinai Hospital are 
reviewed and 5 are described. There appears to be no 
relation between the occurrence of ophthalmoplegia and 
either the age of the patient or the severity of the diabetes. 
The important factors are the duration of the diabetes, 
vascular damage as shown by retinal haemorrhages in 
13 of the cases, and hypertension and albuminuria in 
most. Where the diabetes is mild, the ocular palsy may 
lead to its discovery. The onset is usually fairly sudden, 
over a few days, and not infrequently accompanied by 
headache, nausea, supraorbital pain, and giddiness, 
though this was not Collier’s experience (Proc. R. Soc. 
Med., 1929, 23, 627). The palsy recovers in 2 to 3 
months. The 3rd and 6th nerves are affected with equal 
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frequency. The genesis of the frontal and ocular pain is 
not discussed. 

Palsy of the third nerve is dissociated, the inferior 
rectus and the pupillary reactions, especially that to light, 
escaping most often. The authors attribute this dis- 
sociation to a ventral nuclear lesion, on the basis of the 
functional topography determined by electrical stimula- 
tion of the nucleus by Bender and Weinstein (Arch. 
Neurol. Psychiat., 1943, 49, 98); their scheme differs 
from the generally accepted plan evolved by Brouwer. 
According to the former, cells for the nerves to the pupil 
and inferior rectus lie dorsal and rostral to those for the 
internal rectus, inferior oblique, superior rectus, and 
levator; the latter group will consequently be mainly 
involved by a ventral nuclear lesion, and the pupil spared. 
The lesion affects the nucleus, not the nerve, because 
(1) the palsy is dissociated, and (2) in 2 cases synkinetic 
movements in accommodation-convergence in the 
opposite eye were impaired and Bell’s phenomenon on 
lid closure, a synkinetic movement mediated by path- 
ways in the reticular substance of midbrain and pons, 
was inverted. J. Foley 


249. Some Observations on the Development of Hypo- 
kaliema during Therapy of Diabetic Acidosis in Juvenile 
and Young Adult Subjects 

L. GREENMAN, F. M. Mateer, R. C. Gow, J. H. PETERS, 
and T. S. DANowski. Journal of Clinical Investigation 
[J. clin. Invest.] 28, 409-414, May, 1949. 16 refs. 


The mechanisms responsible for hypopotassaemia 
observed during treatment of diabetic acidosis were 
studied in 2 adults and 9 children. For treatment 
patients received insulin, saline, and glucose, the dose of 
insulin varying from 80 to 650 units, with an average of 
284 units. Volume of fluid ranged from 2,840 to 13,335 
ml. with an average of 6,875 ml. The amount of 
carbohydrate administered averaged 184-5 g. 

For details of method and calculation the authors refer 
the reader to a previous publication. The balance of 
sodium, potassium, chloride, glucose, and nitrogen was 
studied; these substances were estimated in the serum, 
and extracellular volume, based on the chloride content, 
was measured. 

The results revealed a reduction in concentration of 
potassium both in the serum and cells. This was 
associated with continued excretion of potassium in the 
urine, expansion of the extracellular volume, and migra- 
tion of potassium from the extracellular compartment 
to the cells in association with the deposition of protein 
and glycogen. In spite of this migration the “ over- 
all ’’ balance of cell potassium remained negative, and this 
finding could not be adequately explained by breakdown 
of protein. Thus the reduction in concentration of 
potassium in the extracellular compartment (hypo- 
kaliaemia) may be attributable to loss of potassium in the 
urine, migration of potassium into cells, and dilution of 
extracellular fluid. These changes may occur in various 
combinations. I. Grayce 


See also Sections Microbiology, 
Endocrine Disorders, Abstracts 332, 344. 
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Cardiovascular Disorders 


250. Catheterization of the Coronary Sinus in Man 

J. W. CULBERTSON, M. H. HALPERIN, and R. W. WILKINS. 
American Heart Journal [Amer. Heart J.] 37, 942-951, 
May, 1949. 7 figs., 12 refs. 


Four cases are recorded in which, during right heart 
catheterization, a cardiac catheter was inadvertently 
pushed into the coronary sinus. The procedure was 
watched on the x-ray screen, pressure tracings were taken 
with a Hamilton manometer, and blood samples were 
analysed for oxygen. 

The appearance of the catheter on the x-ray screen as it 
passes into the sinus is characteristic. The catheter, 
instead of passing from the right atrium to the left and 
downwards through the tricuspid valve, moves directly to 
the left and upward in an oblique direction along the 
coronary sulcus. It always comes to a full stop at the 
left border of the heart, and, so long as it is in the sinus, 
it always follows exactly the same course. The dark 
venous colour of the blood withdrawn from the sinus is 
characteristic. The average oxyhaemoglobin saturation 
of coronary-sinus blood in these 4 cases was found to be 
30%, whereas that of mixed venous blood (50 subjects) 
was found to be 73%. Pressure tracings showed that the 
mean pressure in the sinus was from 0 to 15 mm. Hg; 
the tracings differed from those obtained in the atrium 
in that the curves ranged slightly higher and showed 
three waves of vibration instead of the characteristic 
atrial pulses. H. E. Holling 


251. On T Waves Normal in Size and Direction but 
Abnormal in Contour - 

V. ALZAMORA-CAsTRO, C. Rusio, G. BATTILANA, and 
R. SusBirRiA. American Heart Journal [Amer. Heart J.} 
37, 927-941, May, 1949. 6 figs., 31 refs. 


In this report the findings are recorded of an electro- 
cardiographic study of 200 normal subjects and 600 
individuals with various types of heart disease, in which 
standard and unipolar limb leads and precordial leads 
were employed. In normal records the form of the T 
wave was relatively constant in leads I, II, Vg and V3_.¢. 
In 95% of cases it was upright and of characteristic 
shape in all of these leads except Vp, the slope of the 
ascending limb being much more gradual than that of 
the descending limb, while in Vg the same shape was 
present but T was inverted. Both limbs of the T wave 
were smooth and the final slope was often followed by a 
small U wave. On the other hand, atypical T waves 
were much more common in the records of patients with 
heart disease and in many of these electrocardiograms 
the atypical T wave was the only abnormal feature. 

No modification of the T wave was seen in 52% of 
normal cases on stimulation of the carotid sinus; in the 
remainder there were only slight variations in amplitude 
and contour without any alteration in polarity. In 
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patients with heart disease, such stimulation often resulted 
in inversion of abnormal] upright T waves or increased 
inversion of already inverted T waves. Serial electro. 
cardiograms revealed that, in some of the cases of 
chronic heart disease in which carotid sinus stimulation 
produced temporary inversion of previously upright 
T waves, there was permanent inversion days or weeks 
later. The most striking changes in the T wave were 


recorded in patients with arteriosclerotic and hyper- 


tensive heart disease. Various theories are advanced as 
to the mechanism whereby these changes may be pro- 
duced by carotid sinus stimulation, but it is-admitted that 
no definite conclusion can be drawn from the findings 
reported. William A. R. Thomson 


252. The Electrocardiographic Localization of Bundle- 
branch Block. (A propos de la localisation électro- 
cardiographique des blocs de branche) 

I. ZARDAY. Acta Cardiologica [Acta cardiol., Brux.] 4, 
342-354, 1949. 8 figs., 13 refs. 


253. The Fundamental Electrical Process in Heart 
Muscle and ‘its Role in a New Theory of the Electro- 
cardiogram. (Uber die elementaren elektrischen Pro- 
zesse im Herzmuskel und ihre Rolle fiir eine neue 
Theorie des Elektrokardiogramm) 

H. SCHAEFER and W. TRAUTWEIN. Pfliigers Archiv fiir 
die Gesamte Physiologie (Pfliig. Arch. ges. Physiol.] 251, 
417-448, 1949. 15 figs. 
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254. Modification of the Cardiac Output after Intra- 
venous Injection of Hypertonic Glucose Solution 

M. Secers and J. P. WALSH. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 217, 494-497, May, 


1949. 14 refs. 


A single intravenous injection of 50 ml. of hypertonic 
glucose solution (50%) was found to produce an increase 
in the cardiac output to 10 to 30% above the control 
figure in normal persons and those with cardiac disease. 
In normal subjects this augmentation was temporary; 
in the patients it was much more. prolonged. The 
determinations of cardiac output were made by the 
ballistocardiographic method of Starr (J. clin. Invest., 
1940, 29, 437). A. I. Suchett-Kaye 


255. Treatment of Congestive Heart Failure 
H. A. Remp and W. HuGues. Lancet [Lancet] 1, 593- 
598, April 9, 1949. 5 figs., 21 refs. 


In this study of 107 patients admitted to hospital with 
congestive heart failure during a period of 6 months 
particular regard has been paid to fluid and salt balances. 
In most cases the therapeutic contribution of salt restric- 
tion could not be assessed, as improvement which 
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occurred may have been due to concurrent treatment. 
But in 4 cases, one of which is described, improvement 

to be a direct result of a change to a regimen of 
salt restriction. [Even in the published case, however, 
the change to a restricted salt intake and the clinical 
improvement both coincided with an increase in the 
frequency of mersalyl injections.] 

Salt excretion, with or without a water diuresis, in- 
creases when mercurial diuretics are given. Oedematous 
patients who complain of thirst and of dry tongue are 
“ brine-logged ” rather than waterlogged, and can be 
dinically relieved by a low-sodium diet and mersalyl 
injections, even when, as in one case, water intake is also 
restricted. In the acute stage of congestive failure, 
forcing fluid intake above 3-5 litres daily has proved 
dangerous. Some patients who have recovered from 
congestive failure under treatment in hospital may be 
maintained at home on a salt-restricted diet without 
digitalis or mercurials. In such cases the value of salt 
restriction is indicated by the return of oedema when a 
free salt intake is allowed. A. S. Dixon 


256. Observations on the Anatomy of the Atrioventri- 
cular Bundle (Bundle of His) and the Question of Other 
Muscular Atrioventricular Connections in Normal Human 
Hearts 

A.D. Kistin. American Heart Journal [Amer. Heart J.] 
37, 849-867, May, 1949. 5 figs., bibliography. 


The accepted concept of the spread of excitation 
through human heart muscle has recently been questioned 
by Glomset on the grounds that: (1) The bundle of His 
is inconstant in man. (2) There are no muscular con- 
nexions between the bundle of His and the right atrium. 
(3) The bundle of His does not bifurcate and therefore 
has no left branch. (4) There is no distinct atrio- 
ventricular node. (5) There are many atrioventricular 
connections in various parts of the heart. Instead of the 
myogenic theory of conduction, therefore, Glomset 
suggests that a well-developed intrinsic cardiac nervous 
system is responsible for the spread of cardiac excitation. 

With the object of reconsidering the theory of cardiac 
conduction in the light of this recent suggestion the 
hearts of 3 adults and one newborn infant were closely 
studied. The fibrous atrioventricular ring and the region 
around it were radially cut and embedded in numbered 
sequence, the whole thickness of the heart being cut 
through at each point of section. The sections, 10 uw 
thick, were stained by Masson’s method. In addition 
more than 40 hearts were dissected under a binocular 
microscope. The results of these examinations did not 
confirm the anatomical observations on which Glomset’s 
criticism is based. 

The following points were made. (1) There is 
normally a constant atrioventricular muscular bundle 
originating in the atrioventricular node and dividing into 
left and right branches. (2) The atrioventricular node 
has a number of connexions with atrial muscle. (3) No 
atrioventricular muscular connexions other than the 
bundle of His were found in a systematic search of a few 
normal hearts. (4) There is inadequate evidence to show 
that accessory atrioventricular muscular connexions 
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(such as are held to account for anomalous atrio- 
ventricular excitation) are not present in normal hearts 
as well as in cases of Wolff—Parkinson—White syndrome, 
in which they have been demonstrated. (5) In the new- 
born baby a possible accessory muscular pathway was 
demonstrated, leading from the bundle of His directly to 
the septal myocardium and by-passing the main bundle 


branches. H. E. Holling 


257 _ Transient “‘O”’ Diastolic Blood Pressure (In- 
direct) in the Upper Extremities 

I. STEIN. Annals of Internal Medicine [Ann. intern. Med.] 
30, 615-618, March, 1949. 6 refs. 


A benign and little-known cardiovascular manifesta- 
tion of psychosomatic disturbance is a low or absent 
diastolic blood pressure in the brachial arteries. Tachy- 
cardia and elevated pressure in the popliteal artery, which 
are often also present, appear to be compensatory 
mechanisms designed to sustain the cerebral circulation. 
The importance of the syndrome lies in not confusing it 
with one due to aortic disease. G. F. Walker 


258. Calcified Aortic Valve. Clinical and Radio- 
logical Features 

C. E. Davies and R. E. Steiner. British Heart Journal 
[Brit. Heart J.) 11, 126-136, April, 1949. 7 figs., 
bibliography. 


Fourteen cases of calcific aortic stenosis are described. 
In only 4 was there a history of rheumatic fever. Eight 
patients had angina pectoris and 6 suffered from dizziness 
or syncope. Pulse and blood pressures were relatively 
low in 7 of them, and only one had a systolic pressure 
higher than 155 mm. Hg. Although calcification was 
recognized on fluoroscopy in only half the patients, it 
was revealed by tomography in all. The object of this 
paper is to emphasize the value of the latter method of 
radiological investigation. Paul Wood 


259. Massive Dilatation of the Left Auricle 
R. DALEY and R. FRANKS. Quarterly Journal of Medicine 
[Quart. J. Med.] 18, 81-92, April, 1949. 12 figs., 20 refs. 


Fifteen cases of massive dilatation of the left auricle 
are described. All the patients had mitral stenosis and 
incompetence and in all but one the auricles were fibril- 
lating. Owing to the absence of pulmonary hypertension 
little complaint was made of dyspnoea. One patient was 
hoarse because of a recurrent laryngeal palsy; another 
had erosion of the 7th to 9th dorsal vertebrae. Ten 
complained of deep-seated pain in the right upper part © 
of the chest; this was ascribed to ischaemia of the 
auricular wall. 

Clinical signs due to the massive size of the left auricle 
were pulsation to the right of the sternum and dullness 
at the right base. Bronchiectatic changes from partial 
occlusion of bronchi were common; occasionally areas 
of segmental collapse were found. Bronchograms 
showed widening of the bronchial angle. The authors 
suggest that the condition may be due to the impingement 
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of blood, because of mitral incompetence, on a left 
auricular wall which has been weakened by a rheumatic 
infection. — C. W. C. Bain 


ANGINA AND CORONARY OCCLUSION 


260. The Treatment of Angina Pectoris by Stellate- 
ganglion Block in the Light of Electrocardiographic 
Findings. [Die Behandlung der Angina pectoris mit der 
Novocainblockade des Ganglion stellatum unter Beriick- 
sichtigung der Befunde am EKG] 

H. G. StipinGer and W. Busse. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.] 74, 546-549, April 29, 
1949. 21 refs. 


Stellate-ganglion block was carried out on 16 patients 
suffering from intractable anginal pain. The improve- 
ment was considerable in 13 cases, slight in 2, and 
transient in 1; 5 patients were known to be still free from 
pain 3 to 9 months later. In 4 cases the procedure 
produced no change in the electrocardiogram; in the 
remaining 12 only minor changes in the ventricular 
complexes occurred. J. R. Bignall 


261. The Coronary Vasodilator Action of Khellin 

G. V. Anrep, M. R. KENAwy, and G. S. BaRsouM. 
American Heart Journal [Amer. Heart J.] 37, 531-542, 
April 1, 1949. 4 figs., 21 refs. 


Khellin is a crystalline substance extracted from the 
fruit of Ammi visnaga, an eastern Mediterranean plant 
known to Arabic medicine as Khella. Decoctions of the 
seeds have been used as an antispasmodic since ancient 
times. The authors compared the coronary vasodilator 
action of khellin with that of aminophylline, using both 
the heart-lung preparation and the isolated rabbit heart. 
Khellin was found to be about four times as effective as 
aminophylline. Since it has a prolonged action khellin 
is useful in the treatment of angina pectoris; it is given 
orally in doses of 50 to 100 mg. three times a day, or 
intramuscularly in doses of 100 mg. once or twice daily. 
The authors have treated 250 patients with angina pectoris 
with khellin; the results were good in 56% and moderate 
in 34%. In patients subjected to a standard exercise 
test the exercise tolerance was found to be increased after 
taking the drug in every case. Khellin did not appear to 
be of great value in cases of coronary thrombosis. Side 
effects of the drug were slight. H. E. Holling 


262. Anticoagulation Therapy with Heparin/Pitkin 
Menstruum in the Management of Coronary Artery 
Thrombosis and its Complications 

L. Loewe and H. B. Erper. American Heart Journal 
[Amer. Heart J.| 37, 701-719, April 15, 1949. 5 figs., 
36 refs. 


This paper shows that treatment with anticoagulants 
can be carried out with comparatively little discomfort 
and one or two injections every 48 hours, by the use of 
heparin in Pitkin’s menstruum (an absorption-retarding 
vehicle). Of 20 patients with coronary thrombosis here 
[Statements, however, 


reported upon, 19 recovered. 


disease. 


that “extension of the coronary thrombosis was 
obviated” in many of these cases appear to have no 
more than a post hoc ergo propter hoc basis.] 

G. Schoenewald 


263. IV. Correlation of Electrocardiographic and Patho. 
logic Findings in Infarction of the Interventricular Septum 
and Right Ventricie 

G. B. Myers, H. A. KLEIN, and T. HIRATZKA. American 
Heart Journal [Amer. Heart J.| 37, 720-770, April 15, 
1949. 16 figs., 27 refs. 


A series of 161 fatal cases of coronary thrombosis 
studied at necropsy contained 102 cases of involvement 
of the septum as an extension from anterior and posterior 
wall thrombosis in 59 and 24 cases respectively; purely 
septal thrombosis occurred in 6 cases. The post-mortem 
appearances and the electrocardiographic findings are 
minutely analysed and correlated. [Details should be 
sought in the original.] G. Schoenewald 


264. The Use of the Exercise Test in the Diagnosis of 
Coronary Insufficiency 

M. “GROSSMAN, W. W. WEINSTEIN, and L. N. Katz, 
Annals of Internal Medicine [Ann. intern. Med.| 3, 
387-397, Feb., 1949. 2 figs., 24 refs. 


In cases of suspected coronary insufficiency, parti- 
cularly in the younger age groups, where the history and 
electrocardiogram are inconclusive, further diagnostic 
information can be obtained from the exercise test or the 
anoxaemia test. The former is simpler and safer, and 
the authors report their results with the Master 2-step 
test in 151 patients, 43 of whom had definite or doubtful 
coronary insufficiency. Positive results related to the 
appearance on the electrocardiogram of ST deflections 
in two or more leads, T-wave changes in leads I, Il, 
CF4, and CFS, widening of QRS, frequent extrasystoles, 
or A-V block. The onset of chest pain and breath- 
lessness during the test was supportive positive evidence. 
The electrocardiogram sometimes does not alter until 
after the test, therefore a further recording should 
always be made during this latent period of 2 to 6 minutes. 
A negative response to the test does not exclude coronary 
J. L. Lovibond 


DISTURBANCES OF RHYTHM 


265. Right Bundle Branch Block and Cardiac Infarction 
P. Meyer. British Heart Journal (Brit. Heart 11, 
137-144, April, 1949. 5 figs., 22 refs. 


The author studied 23 cases of right bundle-branch 
block with standard leads and multiple CR or V chest 
leads. In 9 of the cases there was associated cardiac 
infarction. [The criteria for making such a diagnosis 
apart from the electrocardiogram are not given.] An 
additional 49 examples of right bundle-branch block 
culled from the literature were also studied; these 
included 22 cases of cardiac infarction. 

In anterior infarction and. right bundle-branch block, 
significant Q waves were absent in lead I, and elevation 
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of the R-T segment might occur without inversion of the 
Twave. Inchest leads the characteristic Q-T pattern of 
infarction was seen more often in lead CR, or V, than 
would be expected with normal conduction. In posterior 
infarction the classical changes in leads II and II were 
not masked by the block. Paul Wood 


266. Transient Ventricular Fibrillation. Ul. The Effects 
of Gradually Induced Oxygen Deficiency on Patients 
with Transient Ventricular Fibrillation and on Patients with 
Periodic Standstill of the Ventricle 

§. P. SCHWARTZ, G. C. LetNer, and R. J. MICHTOM. 
American Heart Journal [Amer. Heart J.] 37, 918-926, 
May, 1949. 2 figs., 25 refs. 


The effect of induced oxygen deficiency was studied in 
2 patients suffering from transient attacks of ventricular 
fibrillation and in 2 patients with periodic standstill of the 
ventricles. The subjects rebreathed from a closed circuit 
until either loss of mental attention and sustained volun- 
tary control, intense cyanosis, or abnormal changes in the 
type of breathing occurred. 

In one patient in whom transient ventricular fibrilla- 
tion developed during atrioventricular dissociation, 
progressive oxygen want easily converted a normal sinus 
thythm into one of atrioventricular dissociation. In 
2 patients further rebreathing during established atrio- 
ventricular dissociation increased the auricular rate, 
and short runs of ventricular fibrillation developed. In 
2 patients, known to have syncopal attacks due to periodic 
standstill of the ventricles, rebreathing accelerated 
auricular rate and premature ventricular beats appeared. 
The appearance of these arrhythmias was irregular. It is 
suggested that anoxaemia is one of the factors responsible 
for the development of transient seizures of ventricular 
fibrillation in patients who are subject to such seizures 
during atrioventricular dissociation. H. E. Holling 


267. Thyrotoxic Auricular Fibrillation Treated with 
Thiouracil 

J. F. Goopwin. British Medical Journal (Brit. med. J.] 
1, 895-897, May 21, 1949. 3 figs., 9 refs. 


Of 144 thyrotoxic patients attending an endocrine 
clinic, 28 (19%) had auricular fibrillation. All cases 
were of secondary thyrotoxicosis and had been treated 
with thiouracil compounds for not longer than 2 years. 
Their ages ranged from 32 to 68 years (average 50). In 
2 patients the disease was not yet under control and they 
were therefore excluded from the analysis. Of the 
remaining 26 patients, 13 (50°%) reverted to sinus rhythm 
while under thiouracil treatment, the average dose being 
50 mg. daily, while in the other 13 fibrillation persisted 
during thiouracil treatment over periods ranging from 
1 month to 2 years (average 11 months). 

In the group of 13 patients in whom fibrillation reverted 
to sinus rhythm, the average age was 49 years and 
symptoms had been present for 4 months to 10 years 
(average 50 months) before thiouracil treatment was 
Started. The systolic bldod-pressure was 160 to 190 mm. 
Hg in 6 and cardiac enlargement was found in 9. In 
11 cases in which an electrocardiogram was taken 
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before treatment, changes associated with chronic 
coronary insufficiency were present in addition to the 
fibrillation. Only one patient in this group was given 
digitalis in addition to thiouracil. The period between 
the start of thiouracil treatment and reversion to sinus 
rhythm varied between 1 week and 4 months (average 
6 weeks). In the group of 13 patients in whom fibrilla- 
tion persisted the average age was 52 years and symptoms 
had been present for periods ranging from 3 months to 
12 years (average 77 months). The systolic blood 
pressure was 160 to 190 mm. Hg in 5 and cardiac enlarge- 
ment was present in 9. Of 9 patients in whom an 
electrocardiogram was taken before treatment abnorm- 
alities in addition to the fibrillation were present in 4 
(chronic coronary insufficiency in 3, right bundle-branch 
block in 1). Of these patients 5 were given digitalis in 
addition to thiouracil, but quinidine was deliberately 
withheld for the purposes of the investigation. 

The author concludes: (1) that auricular fibrillation 
may be expected to revert to sinus rhythm with thiouracil 
treatment alone in 50% of cases of thyrotoxicosis and 
that this type of therapy is at least as effective as thyroid 
surgery in this respect; (2) that if reversion to sinus 
rhythm is going to occur it will probably take place 
within 4 months and that, if fibrillation is still present after 
this period in spite of adequate control of the thyro- 
toxicosis, quinidine should be given; and (3) that the 
persistence of fibrillation in patients whose hyperthyroid- 
ism is otherwise adequately controlled may indicate 
associated cardiovascular disease. Whereas there was 
no significant difference in the incidence of mild 
hypertension and cardiac enlargement between the two 
groups, the proportion of cases with abnormal electro- 
cardiographic patterns was considerably greater in the 
group with persistent fibrillation, although the total 
numbers were too small for valid conclusions to be 
drawn. A. R. Kelsall 


268. The Heart Rate with Exercise in Patients with 
Auricular Fibrillation 

J. A. C. Knox. British Heart Journal [Brit. Heart J.] 
11, 119-125, April, 1949. 6 figs., 7 refs. 


The increase in heart rate during exercise in 13 ambu- 
lant patients with auricular fibrillation proved to be 
considerably greater than in normal controls, whether 
the clinical condition, as judged by effort tolerance, was 
good, fair, or poor. [Aetiological diagnoses are not 
given.]. Digitalis offered some protection. An almost 
constant feature was sudden acceleration of the heart 
rate about 12 seconds after starting exercise. 

Paul Wood 


269. Auricular Flutter in Association with Myocardial 
Infarction: Its Prognosis and Management 

J. M. Askey. American Journal of Medicine [Amer. J. 
‘Med.] 6, 453-461, April, 1949. 2 figs., 12 refs. 


The author found 19 cases of auricular flutter among 
1,247 patients with myocardial infarction at Los Angeles 
County Hospital. This incidence (1-5%) is about the 
usual figure reported by others. _ Naturally, a complica- 
tion of this severity adds to the mortality and two-thirds 
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of the patients died. Rapid ventricular rate and per- 
sistence of flutter were very grave signs. In general, 
flutter occurred much later than fibrillation (which was 
found in 7:7% of the same group), its onset being towards 
the end of the first week after infarction. Embolism 
was uncommon. 

If the flutter had a slow rate spontaneously, the prog- 
nosis was good and normal rhythm generally returned. 
Otherwise flutter was regarded as an emergency to be 
stopped as soon as possible and 1-2 mg. of digitoxin was 
given at once, followed by 0-2 mg. daily, with simul- 
taneous administration of 6 gr. (0-4 g.) of quinidine each 
2 hours to try to arrest the fibrillation produced and to 
minimize the risk of development of more dangerous 
types of ventricular tachycardia. | Maurice Campbell 


270. The Wolff—-Parkinson—White Syndrome. A Study 
of Six Cases. [In English] f 
R. M. Suarez Jnr. and R. M. Suarez. Boletin de la 
Asociacién Medica de Puerto Rico [Bol. Asoc. med. P. 
Rico] 41, 101-112, April, 1949. 14 figs., 21 refs. 


CONGENITAL AFFECTIONS 


271. Observations on 117 Patients Operated on for 
Congenital Pulmonary Stenosis 

J. F. DAMMANN, S. Gisson, and W. J. Potts. Pediatrics 
[Pediatrics] 3, 575-587, May, 1949. 4 figs., 2 refs. 


The authors describe operations performed since Sept- 
ember, 1946, on 117 children for congenital pulmonary 
stenosis. The Potts technique was used in 104 cases and 
the Blalock technique in one. There were 108 proved 
examples of Fallot’s tetralogy, and in 28 cases the aorta 
was right-sided, the operation proving technically more 
difficult in consequence. The position of the aorta was 
diagnosed chiefly by barium swallow which showed the 
aortic indentation, but in doubtful cases the aorta was 
assumed to be on the right. 

Of 12 patients in whom exploration alone was carried 
out anastomosis was impossible in 8 because of an 
atretic pulmonary artery. One had Eisenmenger’s 
syndrome and one transposition of the great vessels; 
in the remaining two cases special difficulties were 
encountered and the children died. Of those in whom 
anastomoses were not completed 50% died. 

A basal systolic murmur due, it is believed, to the 
actual stenosis was present in 113 children and its 
absence is thought to be of prognostic importance, 
since of 4 children with no murmur 3 had pulmonary 
atresia and 2 died. Seven others had atypical murmurs 
and in these cases large bronchial arteries supplied the 
lungs. In 3 no anastomosis was possible and one child 
died. Thus in 5 of 11 cases with absent or atypical 
murmurs operation ended in failure. 

‘Radiological findings, and differential diagnosis 
between Fallot’s tetralogy and tricuspid atresia, are 
discussed. In the latter there is a larger left ventricle, 
and it is the sole congenital lesion associated with 
cyanosis and left axis deviation. In 6 patients with this 
lesion and in one with pulmonary valve stenosis and 


patent foramen ovale anastomosis was successful. Tep 
deaths occurred in the series of 105 anastomoses, givingan 
over-all mortality rate of 13°8%. The safest age for 
operation lay between 3 and 8 years, infancy being the 
most dangerous age. Six cerebral accidents immediately 
Geoffrey Flavell 


followed surgery, 4 being fatal. 


272. Complete Transposition of the Aorta and q 
Levoposition of the Pulmonary Artery. Clinical, Physio. 
logical, and Pathological Findings 

H. B. Taussic and R. J. BING. American Heart Journal 
[Amer. Heart J.] 37, 551-559, April 1, 1949. 5 figs, 
4 refs. 


A case is described in which transposition of the aorta, 
with a large pulmonary artery arising primarily from the 
hypertrophied right ventricle and partially overriding the 
defective ventricular septum, was found at necropsy ina 
girl aged 54. 

The patient had been cyanosed from birth. The 
electrocardiogram showed evidence of right ventricular 
hypertrophy, and fullness of the pulmonary conus and 
increased hilar shadows were seen on radiographic 
examination. By cardiac catheterization the blood in 
the pulmonary artery was shown to have a higher oxygen 
content than that in the aorta. The child died during the 
performance of an angiocardiogram in which 3 intra- 
venous injections of 19 ml. of 70% ** diodrast ’’ (diodone) 
were given. The authors believe that the injection of 
diodrast in any condition in which it materially decreases 
the supply of oxygen to the body is dangerous, and that in 
this case the increased pressure in the right side of the 
heart during angiocardiography may have blocked the 
supply of oxygenated blood to the circulation. 

H. E. Holling 


273. Coarctation of the Aorta Associated with Adams- 
Stokes Syndrome, Complete Heart Block and Bicuspid 
Calcareous Aortic Valve. Report of a Case 

R. J. CLARK and H. 1. FirMINGER. New England Journal 
of Medicine [New Engl. J. Med.| 240, 710-714, May 5, 
1949. 3 figs., 16 refs. 


This report concerns a case, in a 31-year-old man, of 
coarctation complicated by the development of complete 
heart block and Stokes-Adams attacks. At necropsy 
coarctation was found, together with a calcified bicuspid 
aortic valve and dense interstitial fibrosis at the site of the 
bundle of His, which was not identified in the sections. 
The association of coarctation and heart block has not 
hitherto been reported, but its occurrence with uncom- 
plicated calcific aortic stenosis is not unknown. 

James W. Brown 


274. Right Aortic Arch with a Vascular Ring Constrict- 
ing Esophagus and Trachea. Report of Two Cases 

B. HALPerT, W. T. SNoppy, K. E. BoHan, and C. L. 
FREEDE. Archives of Pathology [Arch. Path.] 47, 429- 
434, May, 1949. 2 figs., 10 refs. 


This paper records two examples of the aortic anomaly 
known as right retro-oesophageal arch, one of the three 
deformities (double aortic arch and left retro-oesophageal 
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arch being the other two) in which the oesophagus may 
be constricted. In these 2 cases there was no important 
anomaly of the heart, the great veins, or the pulmonary 
artery. The aorta began normally, but arched over the 
right main bronchus giving off successively the left 
carotid, which passed in front of the trachea, the right 


carotid, and the right subclavian arteries. The left ~ 


subclavian artery arose from a diverticulum of the 
medial side of the aorta, which passed behind and 
compressed the oesophagus to end as the (obliterated) 
ductus arteriosus. In one case, in a girl aged 7 months, 
although some dysphagia had been noted before death, 
the diagnosis was only made at necropsy. In the second 
case the patient was a girl aged 5 months who suffered 
from dyspnoea and dysphagia, and on x-ray examination 
the characteristic indentation of the upper end of the 
oesophagus on barium swallow led to the diagnosis. 
Thoracotomy was performed and the left common carotid 
ligated, but the child died. 

[No opinion is expressed about the feasibility of dividing 
the aortic diverticulum in these cases, though this seems 
the only logical operation. The diverticulum is referred 
to as the “* remains of the left fourth arch ’’, though it is 
more justifiably regarded as the left dorsal aorta. 
Vascular rings are formed usually by the persistence of 
both dorsal aortae, which must join behind the oeso- 
phagus, and possibly sometimes by a persistent right 
sixth arch.] Bernard Lennox 


275. Circulation Times in Congenital Heart Disease 
K. D. ALLANBY. British Heart Journal [Brit. Heart J.] 
11, 165-169, April, 1949. 14 refs. 


The author points out that since the advent of surgical 
treatment for congenital heart disease, any method 
which can be used to help elucidate the anatomical and 
dynamic abnormalities present is worthy of serious con- 
sideration. References to studies of circulation time in 
congenital heart disease are few. A 20% sodium de- 
hydrocholate (‘‘ decholin”’) solution was used in 18 
estimations of the arm—tongue time, 50% saccharine in a 
further 22 estimations of the arm—tongue time, and 5% 
paraldehyde in saline in 35 estimations of the arm-lung 
time. The normal arm—tongue time was 11 to 17 seconds 
and arm-lung time 3 to 8 seconds. The only unpleasant 
effects noted in the whole series were pain in the arm 
after paraldehyde injection in half of the cases, and 
intense nausea in one case and vomiting in another 
after decholin. Of each agent 4 ml. was injected intra- 
venously through a wide-bore needle. After vene- 
puncture a minute or so was allowed to elapse while 
local circulatory conditions returned to normal. The 
time taken for the actual injection was 2 to 2-5 seconds. 
Immediately after estimation of the arm-tongue time 
the arm-lung time was determined, the same needle 
being used and a second syringe being attached. 

Of 36 patients investigated, 35 were suffering from 
congenital heart disease and one from pulmonary haem- 
angioma. In the group of 28 cyanotic patients in whom 
both circulation times were estimated there was a failure 
in 3 cases, and probably in a fourth, to demonstrate a 
shunt when angiocardiography had confirmed its presence. 


and apprehension of venepuncture. 
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It is most important that both times be estimated to- 
gether; the only satisfactory evidence of a shunt is that 
they should agree within 2 seconds. By no means every 
case of Fallot’s tetralogy was associated with a markedly 
shortened arm-tongue time though in each case the arm-— 
lung time equalled it, thus showing the error that might 
occur if the arm—tongue time were measured alone. 

The author states that the very much shorter times 
determined by angiocardiography are due to the fact that 
a much larger volume of dye—S0 ml. or more—is injected 
in that procedure. 

Twelve failures occurred, due to such technical diffi- 
culties as the youth of the subject, lack of intelligence, 
S. Oram 


DISORDERS OF CIRCULATION 


276. On the Carotid Sinus Pressor Response in Hyper- 
tension due to Compression of the Renal Arteries. (Zur 
Frage der pressorischen Carotis-sinusreflexe bei Hoch- 
druck durch Einengung der Nierenarterien) 

F. v. BRUCKE and F. KAINnDL. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 79, 32-34, 1949. 1 fig., 3 refs, 


In 3 non-anaesthetized dogs with one or both carotid 
arteries exteriorized, the pressor responses to carotid 
compression were compared before and after both renal 
arteries had been compressed by silver clamps. These 
clamps were applied to each renal artery in two separate 
operations and left in situ for some weeks. As expected 
a notable hypertension developed in these animals. 
The pressor response to carotid compression also 
increased. Derek R. Wood 


277. The Hemodynamic Effects of Sympathectomy in 
Essential Hypertension 

R. W. WILKINS, J. W. CULBERTSON, and M. H. HALPERIN. 
Annals of Internal Medicine [Ann. intern. Med.| 30, 
291-306, Feb., 1949. 6 figs., 36 refs. 


The vascular and metabolic effects of surgical splanch- 
nicectomy for hypertension, hitherto not fully understood, 
were investigated in a series of Smithwick’s own patients 
by means of direct arterial-pressure estimations with a 
Hamilton manometer, cardiac output determinations in 
which the Fick principle was applied and a cardiac 
catheter used, and hepato-portal blood-flow studied by 
the bromsulphalein method. When conditions were 
stabilized after operation, sympathectomy had not 
altered either the cardiac output or the blood flow to any 
important organ, which suggested a widespread decrease 
in peripheral resistance as the effective cause of the fall in 
blood pressure, The maintained renal blood flow may 
prove to be an adaptive response to lowered arterial 
pressure, and this problem is being studied further. 

The decrease in splanchnic vasoconstrictor response in 
the erect position and the reduction of vasopressor 


‘overshoots of arterial pressure after sympathectomy were 


independent of the post-operative level of blood pressure, 
but the early increase in and later moderation of hepato- 
portal blood flow produced by sympathectomy was 
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apparently directly related to the blood-pressure level. 
It is suggested that indirect physical or chemical mech- 
anisms resulting from the direct haemodynamic effects 
of splanchnicectomy may, in certain patients, act by 
producing a subsequent widespread decrease in peripheral 
resistance, thus leading to the fall in arterial pressure. 
J. L. Lovibond 


278. Results of High Dorsolumbar Sympathectomy for 
Hypertension 

J. A. Evans and C. C. Bartets. Annals of Internal 
Medicine [Ann. intern. Med.| 30, 307-329, Feb., 1949. 
9 figs., 11 refs. 


In 173 patients with hypertension a virtually total 
sympathectomy (D4 to L3) produced a significantly 
higher proportion of good results with a greater perman- 
ence than had been obtained with less radical procedures. 
The rationale of the operation is the resection of a higher 
somatic sympathetic distribution and the prevention of 
splanchnic-nerve regeneration by creating a longer bed of 
scar tissue through which it must grow. For 6 months 
after this high dorso-lumbar sympathectomy convales- 
cence is uncomfortable and prolonged by the resultant 
profound orthostatic hypotension, a special corset with 
spring suprapubic pad and pneumatic leggings being 
necessary to enable these patients to get about. There is 
no evidence, however, that ultimate symptomatic relief 
in hypertensive patients relates directly to the fall in 
blood pressure in the erect position rather than in the 
supine. This operation is recommended for patients 
under 50 years of age with a labile blood pressure, 
spastic, exudative, and haemorrhagic retinal arteriolar 
changes, moderate cardiac damage, and signs of early 
renal disease. J. L. Lovibond 


279. Treatment of Hypertension with Oxygen. (Jlesexue 
6onesHH 

V. A. LuKASHEV. Meguunua [Klin. Med., 
Mosk.) 27, No. 5, 68-71, May, 1949. 1 fig., 10 refs. 


A detailed account is given of the treatment of hyper- 
tensive disease by subcutaneous injections of oxygen. 
The apparatus used is described, witha diagram. Briefly, 
oxygen is passed from a cylinder into a litre jar, displacing 
water into a similar jar to which is attached an air-bulb, 
by means of which the water can be driven back again 
under controlled pressure and the oxygen injected 
through a rubber tube and needle into the subcutaneous 
tissues. In this way the volume and pressure of the 
oxygen injected can be easily controlled. Twenty daily 
injections are given into the skin in the scapular region. 
The first dose is 50 g.; this is increased daily by 10 g. to 
a final dose of 100 to 200 g. Occasionally the course has 
to be repeated 2 to 3 months later. Blood-pressure 
readings are taken before and immediately after each 
injection. 

Twenty-five cases were treated in this series, 14 in men 


and 11 in women, the patients ranging in age from 30 to” 


60. The fall in arterial pressure after one course of 
treatment varied from 10 to 65 mm. Hg. In a typical 
case, a pressure of 230/180 mm. Hg fell after five injec- 
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tions to 160/120. The patient remained symptom-free 
and the pressure at about the same level for 2 years, Jp 
another case the pressure fell from 195/120 t 
120/80 mm. Hg, and 24 years later was 140/120 mm. Hg. 
In some of these cases all kinds of treatment had beep 
tried without success. The general condition of the 
patients was improved and headache diminished. 

[This line of treatment seems to show promise and 
should be followed up.] L. Firman-Edwards 


280. The Role of Salt-active Corticoids in Hypertension 
T. SYMINGTON and A. L. GOODALL. Glasgow Medical 
Journal (Glasg. med. J.] 30, 107-130, April, 1949. 23 figs,, 
14 refs. 


The authors studied the effects of graded doses of 
desoxycorticosterone acetate (DOCA) in producing 
vascular and other lesions in rats. The animals were 
divided into four groups. In group I 60 mg., in group II 
30 mg., and in group III 10 mg. of DOCA in pellet form 
was implanted into the abdominal wall; the fourth 
group were kept as controls. One rat from each of 
groups I and II died 7 days after the implantation from 
pneumonia; all the rest died or were killed at intervals of 
from 42 to 192 days. At necropsy residual pellets were 
removed and weighed so that the rate of absorption 
could be calculated. This varied from 0-10 to 0-42 mg, 
a day. 

In the heart various lesions were frequently produced, 
including degeneration of muscle cells, fibrous replace- 
ment, and cellular infiltration with mononuclear cells. 
Coronary vessels showed focal lesions, with hyaline 
degeneration of the vessel partially or completely 
obstructing the lumen. Hyaline degeneration of the 
intima was frequent. There was no close relation be- 
tween coronary-artery obstruction and the myocardial 
damage. In the kidneys focal changes were often seen, 
the main lesions being thickening of the walls of the 
glomerular capillaries, leading to adhesions, necrosis, 
cellular proliferation, and heightening of the capsular 
epithelium. Focal areas of tubular atrophy and dilata- 
tion were present. In arteries smaller than interlobular 
pronounced epithelial hyperplasia and narrowing of the 
lumen occurred, but interlobular and arcuate vessels were 
normal. Changes in liver, pancreas, and spleen were 
slight or absent. 

In the light of these experimental results, the possible 
part played by both sugar-active and salt-active corti- 
coids in the pathogenesis of hypertension is discussed. 
Many good illustrations of the various lesions are 
reproduced. C. L. Cope 


281. Observations on the Development of Tolerance 
During Prolonged Oral Administration of Dihydroergo- 
cornine 

F. C. Moster, J. R. STANTON, and E. D. Frets. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.) 96, 21-30, May, 1949. 2 figs., 18 refs. 


Dihydroergocornine (DHO) and dihydroergokryptine 
(DHK) are dihydrogenated ergot alkaloids which have 
been used as sympatholytic drugs in patients with 
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essential hypertension. They are both active on oral 
administration. The hypotensive and sympatholytic 
effects of the intravenous injection of DHO and of DHK 
were studied in 5 hypertensive patients before and after 
the oral administration of 4 to 12 mg. of DHO daily for 
6 to 14 days. It was found that, in both respects, 
tolerance to DHO develops after prolonged oral admini- 
stration. It is accompanied by incomplete tolerance to 
DHK, suggesting that the action of the two drugs may 
not always occur at the same site. The bradycardia 
produced by intravenous DHO or DHK was not affected 
by prolonged oral administration. [For full details the 
original paper should be consulted.]_ Pamela Holton 


282. Arteriography in Raynaud’s Disease. 
de Raynaud et artériographie) 

M. SERVELLE. Archives des Maladies du Ceur et des 
Vaisseaux [Arch. Mal. Ceur] 42, 532-538, May, 1949. 
4 figs. 

The study of the arteries of the hands by means of 
arteriography was found useful in 50 cases of Raynaud’s 
disease. In the patients studied some arteriograms were 
obtained during an induced attack of arterial spasm in 
the hands. The lateral digital arteries were the only 
vessels to show radiological abnormalities; those of the 
thumbs always appeared normal. In 26% of the cases 
all the digital arteries were patent but some of them 
appeared thinner than normal. In 62% arterial occlusion 
was evident in one or more fingers; most commonly the 
thrombotic occlusion was found to be at the level of the 
second phalanx. Below the site of occlusion the arterio- 
gram sometimes revealed the presence of a collateral 
circulation formed by very tiny filiform vessels. In 
others, the non-thrombosed vessels were of an unusually 
thin calibre, this being interpreted as being due to arterial 
spasm. Clinically, the patients with radiological evidence 
of thrombosis had typical scarring of tips of fingers from 
dry symmetrical gangrene in the terminal phalanges. 

A. I. Suchett-Kaye 
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283. Visceral Thrombophlebitis Migrans 

I. E. GERBER and M. MENDLOwiITz. Annals of Internal 
Medicine [Ann. intern. Med.| 30, 560-579, March, 1949. 
33 refs. 


(Syndrome 


On a basis of 6 well-reported cases and a brief survey 
of the literature the authors describe idiopathic migratory 
phlebitis affecting the visceral veins as a distinct clinical 
and pathological entity. 

The clinical manifestations caused by involvement of 
the veins in the heart, liver, lungs, and other viscera lead 
to most baffling and elusive bedside problems. The 
disease does occur. [How often and why it occurs is a 
mystery which the present paper does little to solve.] 
The aetiology and pathogenesis remain “* completely 
unclear”. Hence there is no specific treatment. In the 
presence of repeated pulmonary embolism due to a lesion 
in an accessible peripheral vein surgical ligation of the 
latter might be considered. Heparin and dicoumarol are 
mentioned and recently sodium tetrathionate has been 
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tried. In short, there is a visceral form of thrombo- 
phlebitis migrans about which, at present, very little is 


known and even less can be done. G. F. Walker 


284. Observations on the Early Diagnosis of Peri- 
arteritis Nodosa by Means of Sternal Marrow Findings. 
(Beitrag zur Friihdiagnose der Periarteriitis nodosa 
mittels Sternalmarkbefunde) ' 
O. GRIESBACHER. Wiener Klinische Wochenschrift |Wien. 
klin. Wschr.] 61, 326-330, May 27, 1949. 39 refs. 


At Graz, Austria, in 4 cases a diagnosis of periarteritis 
nodosa was made clinically and later confirmed patho- 
logically; one case is described in detail. A man of 39 
had unexplained pyrexia not yielding to penicillin, with 
hypertension and peripheral neuritis. Apart from pro- 
gressive anaemia, there was no significant abnormality 
in the blood and, in particular, no eosinophilia, but in the 
sternal marrow the eosinophil count was increased 
to 23%, and plasma cells (8 to 14%) and reticulum cells 
(26 to 28%). were unusually numerous. The proportion 
of lymphocytes in the marrow was 6 to 9%, which the 
authors [unlike most other haematologists] regard as a 
definite decrease. The patient died in uraemia after an 
illness lasting about a year. The vessels of the kidneys, 
spleen, pancreas, myocardium, and cerebellum showed 
inflammatory changes and fibrinoid necrosis. Similar 
bone-marrow changes were found in 3 other cases, and 
the author believes that their presence suggests that the 
disease has an allergic basis. E. Neumark 


285. Periarteritis Nodosa—Possible Relation to the 
Increased Usage of Sulfonamides 

M. L. GELFAND and §. ARoNnoFF. Annals of Internal 
Medicine [Ann. intern. Med.] 30, 919-924, May, 1949. 
21 refs. 


286. Tetra-ethyl-ammonium Chloride in Peripheral 


Vascular Diseases and Allied Conditions: its Uses and 
Limitations 
M. M. FisHer. New York State Journal of Medicine 


[N.Y. St. J. Med.] 49, 1033-1039, May, 1949. 2 figs., 
9 refs. 


287. Venous Thrombosis and Anticoagulants 
K. P. BALL and H. O. HuGues. British Medical Journal 
[Brit. med. J.] 1, 560-565, April 2, 1949. 1 fig., 13 refs. 


The authors describe 100 consecutive patients treated 
by them with anticoagulants and review the present 
status of venous thrombosis with particular reference to 
incidence, site of development, clinical features, the 
chief complication (pulmonary embolism), and the late 
sequelae (varicose veins and ulcers). They discuss treat- 
ment fully and analyse its results in their series. They 
compare heparin and dicoumarol, and state the qualities 
necessary in an ideal anticoagulant. 

Dicoumarol therapy needs strict clinical control and 
a reliable technique of prothrombin-time estimation. 
The authors describe such a technique. An appendix 
gives details of their methods and of commonly 
encountered difficulties. A. S. Dixon 
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Disorders of the Blood 


288. Environmental Variations in the Arneth Count 
K. Dewuurst. Irish Journal of Medical Science [Irish J. 
med, Sci.) 157-172, April, 1949. 3 figs., 37 refs. 


Many authors have reported that in the blood of both 
native and resident white populations in tropical and sub- 
tropical climates there is a shift in the Arneth count to the 
left. A raised neutrophil and acidophil polymorpho- 
nuc!ear count was often observed in such blood samples. 
The potency of ultraviolet light as a stimulus to the 
haematopoietic system has been cited as a cause for the 
blood changes, and experimental work both on man and 
animals has confirmed that irradiation is followed by 
lecucocytosis and a shift to the left in the Arneth count. 

In the present investigation the Arneth count of 50 
Irish students was compared with that of 50 foreign 
students who had resided for at least one year in Eire. 
Nosignificant difference was found between the groups and 
both conformed to the normal standard for Great 
Britain. An analysis.of differences of climate in the 
regions from which the foreign students came showed that 
the intensity of ultraviolet light varied widely whereas 
the intensity of infra-red radiations was relatively stable. 
Guinea-pigs, after complete haematological examination, 
were therefore exposed to (1) light and infra-red irradia- 
tion at a temperature of 110° to 120° F. (43-3° to 48.8° 
C.) for 9 to 12 hours, and (2) to infra-red irradiation at the 
same temperature. In both groups of animals the poly- 
morphonuclear count fell and there was a marked shift 
to the left in the Arneth count. It is suggested that there 
is an increased rate of removal of peripheral leucocytes 
under such conditions which accounts for the leucopenia. 
On longer exposure to infra-red radiation the leucopenia 
stimulates the bone marrow to increased activity and 
the shift to the left in the Arneth count is produced. 

H. Payling Wright 


289. The Electrophoretic Analysis of Serum Proteins of 
the Blood Dyscrasias 

R. K. Brown, J. T. READ, B. K. WISEMAN, and W. G. 
FRANCE. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 33, 1523-1533, Dec., 1948. 1 fig., 
26 refs. 


The authors, working at the Ohio State University and 
University Hospital, have carried out electrophoretic 
analyses of the serum proteins in the leukaemias, 
reticulum cell sarcoma, polycythaemia vera, infectious 
mononucleosis, and pernicious anaemia. They were 
seeking pathognomonic serum protein patterns and 
correlation between these and simpler investigative proce- 
dures. Sterile, cold-stored, diluted serum samples were 
dialysed at 1°C. and examined in a standard Klett 
electrophoresis apparatus by Longsworth’s technique. 
The average ascending and descending mobilities were 
calculated from numerous photographic records. 


In chronic leukaemia the gamma globulin boundary 
migrated at a slower rate than would normally be antici. 
pated. This was also noted in a case of polycythaemia 
vera and one of reticulum cell sarcoma. Generally, 
the leukaemic sera showed a decrease in the approximate 
absolute concentration of albumin and a rise in the 
approximate absolute and relative concentration of 
alpha—1, alpha—2, beta, and gamma globulin, but the 
gamma globulin concentration in chronic lymphatic 
leukaemia was below normal. In cases of infectious 
mononucleosis there was a rise in the relative and 
absolute values for gamma globulin. In a case of 
reticulum cell sarcoma there was a marked rise ip 
gamma globulin concentration with normal beta globulin 
concentration, whereas in a case of polycythaemia vera 
low values for both, and in cases of pernicious anaemia 
normal values for both, were obtained. All albumin. 
globulin ratios were lower than those determined by 
routine chemical methods and fell well below accepted 
normal values. In multiple myelomatosis it was 
confirmed that there are two abnormal patterns—one 
with a high beta globulin peak and one with a high gamma 
globulin peak. There was no change in the findings 
after stilbamidine therapy. 

The electrophoretic patterns were examined in con- 
junction with the results of estimations of serum protein 
by biochemical methods, and of blood uric acid, basal 
metabolic rate, thymol turbidity, cephalin flocculation, 
prothrombin, and acid phosphatase, and also with bone 
marrow patterns. A markedly lowered albumin 
globulin ratio appeared to be related to a high degree of 
infiltration of the bone marrow by leukaemic cells as well 
as to impairment of the excretory and metabolic functions 
of the liver. J. Maclean Smith 


See also Section Pharmacology and Therapeutics, 
Abstract 113. 
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290. Intravenous Treatment of Anaemia with an Iron- 
Sucrose Preparation 

H. G. B. SLAcK and J. F. Witkinson. Lancet [Lancet}1, 
11-14, Jan. 1, 1949. 1 fig., 8 refs. 


Some patients with uncomplicated hypochromic 
anaemia fail to respond to the oral administration of 
iron, while in others gastro-intestinal symptoms of such 
severity are produced that insufficient iron can b& 
administered by this route. Early attempts to give iron 
preparations by intravenous or intramuscular injection 
gave rise to severe local reactions and generalized metallic 
poisoning. After the assay of many possible irom 
containing compounds one only, Seitz-filtered saccharated 
oxide of iron (ferrum oxydatum saccharatum, B.P)), 
was found to be both non-toxic and painless on injection 
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in adequate doses and also compatible with human 
serum in vitro. Though this substance was suitable for 
the intravenous introduction of iron, preparations made 
from commercial saccharated iron were found to be too 
variable for clinical use. The chemical technique for its 
production from ferric chloride and sucrose as a stable, 
sterile solution containing 2% elemental iron was there- 
fore worked out and is described in detail. This sub- 
stance has been administered to over 120 patients with 
satisfactory results, although the present report gives 
details of the first 60 cases only. 

Dosage was based on the theoretical blood volume as 
calculated from- height and weight measurement. 
Assuming that haemoglobin contains 0-34% of iron, and 


since in hypochromic anaemia both the circulating blood > 


and the iron stores of the body are depleted, it was 
calculated that 24-5 mg. of elemental iron would be 


required per 1% haemoglobin deficiency (determined on ~ 


the Haldane scale) plus 50% for replenishment of stores. 
In practice, graded doses were administered, the equi- 
valent of 25 mg. iron on the first day, 50 mg. on the 
second, 100 mg. on the third, and 200 mg. on subsequent 
days until the total amount required had been given. 
Injection was made at the rate of about 2 ml. per minute. 
In over 700 injections only 4 small and localized throm- 
boses were produced. Mild reactions occurred in about 
one patient in 60 at the 200 mg. dosage level. The 
clinical and laboratory findings and the response in 60 
cases are set out in tables. The response was rapid, 
complete, and well maintained. Iron utilization was 
almost 100% in uncomplicated cases, but in the presence 
of chronic infection utilization was less complete and 
relapse occurred. The intravenous administration of 
iron in this form is, however, considered very satisfactory. 
H. Payling Wright 


291. Intravenous Iron in the Treatment of Anaemia of 
Pregnancy 

A. D. T. Govan and J. M. Scott. Lancet [Lancet] 1, 
14-16, Jan. 1, 1949. 3 figs., 7 refs. 


One of the major difficulties in the treatment of iron 
deficiency anaemias of pregnancy is lack of time before 
delivery. Moreover, gastro-intestinal upsets make the 
administration of oral preparations of iron unsatisfactory 
in many cases, while in those who tolerate such sub- 
stances, failure to respond is common. In pregnant 
women with a severe degree of hypochromic anaemia the 
administration of iron was carried out intravenously with 
“ferrivenin”’, a saccharated iron oxide preparation. 
Injections were given daily in graded doses, the equivalent 
of 30 mg. elemental iron on the first day, 60 mg. on the 
second, and 100 mg. on subsequent days for one week; 
thereafter 100 mg. was given on alternate days. The rate 
of response appeared to vary inversely with the initial 
haemoglobin level; where this was below 40% the 
haemoglobin level increased by 2-4% per 100 mg. iron 
administered, while in those cases in which it was initially 
above 40% it increased by 1-4% per 100 mg. iron. The 
average rise in haemoglobin level for the whole group was 
8-2% at the end of 1 week (total dosage, 490 mg. elemental 
iron). 


Comparison with a “control” group of equally 
severely anaemic pregnant women treated with 15 gr. 
(1 g.) of “‘ fersolate ” (ferrous sulphate) daily by mouth 
showed that those receiving intravenous iron responded 
far more rapidly, the haemoglobin reaching a higher 
level and this improvement being better maintained. 
Symptomatic improvement was also more marked. 
Moreover, cases resistant to oral treatment responded 
satisfactorily to intravenous treatment. 

‘The rapid injection of ferrivenin gave rise to veno- 
spasm, but this did not occur if injection was made 
slowly. About 1 in 10 patients complained of “* feeling 
queer ”’ immediately after the first injection, but this was 
not accompanied by a change in pulse rate and passed 
off quickly. Subsequent injections gave rise to no 
reactions except in the case of one patient who had vaso- 
vagal attacks when treatment was given at irregular 
intervals. H. Payling Wright 


292 (a). Blood Carbonic Anhydrase Activity in Anemia, 


with a Note on Polycythemia Vera 
H. D. Lewis and M. D. ALtscHULE. Blood [Blood] 4, 
442-454, May, 1949. 7 figs., 15 refs. 


292 (b). The Zine Content of Whole Blood, Plasma, 
Leukocytes and Erythrocytes in the Anemias 

B. L. VALLEE and J. G. Gipson. Blood [Blood] 4, 455- 
466, May, 1949. 6 figs., 13 refs. 


292 (c). The Relationship Between Carbonic Anhydrase 
Activity and Zinc Content of Erythrocytes in Normal, in 
Anemic and Other Pathologic Conditions 

B. L. VALLEE, H. D. Lewis, M. D. ALTSCHULE, and J. G. 
Gipson. Blood [Blood] 4, 467-478, May, 1949. 6 figs., 
18 refs. 


The carbonic anhydrase activity of blood was deter- 
mined by a modification of the method described by 
Mitchell et al. (J. biol. Chem., 1945, 160, 283) in 42 normal 
subjects and 85 patients, including 10 with pernicious 
anaemia, 12 with recent haemorrhage, 10 with chronic 
infection, 9 with myeloid leukaemia, and 5 with poly- 
cythaemia rubra vera. Except in pernicious anaemia . 
and myeloid leukaemia, the anhydrase activity was pro- 
portional to the haematocrit reading, 1 ml. of erythrocytes 
containing 2°6 to 5-8 units (mean 4-05) of anhydrase. 
In pernicious anaemia the anhydrase activity per ml. 
erythrocytes was increased 2 to 4 times, returning to 
normal levels only late in treatment, and in 4 cases of 
myeloid leukaemia an increase to 1-2 to 2 times the normal 
level was found. 

The zinc content of normal blood is: whole blood 
8-8 +2-0 pg. per ml.; plasma 3-0+1-6 wg. per ml.; 
erythrocytes 14-4+1-7 wg. per ml., or 1:34x10-?+ 
10-* jug. per million cells; leucocytes 3-2 10-?+ 
1-3 x 10-? yg. per million cells. Ina series of 23 patients 
with miscellaneous anaemias (other than pernicious 
anaemia), the erythrocyte zinc concentration was within 
the normal range; in untreated pernicious anaemia it 
was significantly increased, falling slowly under liver 
treatment to normal levels after 50 to 70 days, correspond- 
ing to the life span of the erythrocyte in pernicious 
anaemia. 


ndary 
antici. 
aemia 
erally, 
cimate 
in. the 
on of 
ut the 
Phatic 
Ctious 
se of 
ise in 
>bulin 
a vera 
3 
umin- 
ed by 
epted 

was 
—one 
amma 
dings 
1 
rotein 
basal 
ation, 
| bone 
umin- 
Tee of 
well 
ctions 
nith 
-utics, 
Tron- 
cet} 1, 
romic 
on of 
F such 
in be 
e iron 
ection 
etallic 

iron- 
rated 
B.P.), 
ection 


64 


In 103 samples from 77 subjects (25 normal, 10 with 
pernicious anaemia, 14 with other anaemias, 15 with 
leukaemia or allied disease, 6 with polycythaemia, and 
7 with other diseases) erythrocyte zinc concentration and 
carbonic anhydrase activity were found to be closely 
parallel, the ratio wg. Zn per ml. packed cells to units 
anhydrase per ml. packed cells being 4-1--0-98 (normals), 
3-9+1:2 (pernicious anaemia), 3:6+0-99 ‘(other 
anaemias), 3-8-+ 1-15 (leukaemias), and 4-5+1-2 (miscel- 
laneous). It is concluded that the zinc content of erythro- 
cytes is the most convenient measure of their anhydrase 
content. G. Discombe 


293. Effect of an Acid and Alkaline Salt on the Urinary 
Excretion of Iron 

A. P. BARER and W. M. Fow.er. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 34, 932-935, 
July, 1949. 15 refs. 


294. Pernicious Anemia and Related Anemias Treated 
with Vitamin 
E. Jones, W. J. DarBy, and J.R.Totrer. Blood [Blood] 
4, 827-844, July, 1949. 14 figs., 26 refs. 


295. Treatment of Haemolytic Disease of the Newborn 
by Exsanguination-transfusion (with or without Induction 
of Labour). Results in 34 Cases. (Traitement de la 
maladie hémolytique du nouveau-né par l’exsanguino- 
transfusion (avec ou sans accouchement provoqué avant 
terme) ) 

S. Revue d’Hématologie (Rev. Hémat.] 4, 
246-293, 1949. Bibliography. 


Details are given of the methods used for selecting those 
mothers whose offspring are likely to suffer from haemo- 
lytic disease of the newborn. If the direct Coombs test 
is positive in cord blood, exchange transfusion is per- 
formed. If the case is seen after delivery, all infants in 
whom jaundice is increasing during the first 24 hours are 
treated in this way. 

Of 34 infants, 20 recovered from the haemolytic disease, 
3 survived though they had neurological disorders, and 
11 died. One infant had hydrops foetalis and died, while 
of 11 with a haemoglobin value in cord blood of less than 
10 g. per 100 ml. one died, and of 4 with a haemoglobin 
value of over 10 g. per 100 ml. one died. The authors 
propose a classification of risk, according to the signs 
which have appeared before transfusion is started. 

G. Discombe 


296. Production of Anti-CW Antibody by Immunization 
of a Volunteer. (La production d’un anticorps anti-CW 
par immunisation artificielle d’un donneur bénévole) 

J. J. VAN LoGuem, H. L. J. M. BarTELs, and M. V. D. 
Hart. Revue d’Hématologie [Rev. Hémat.] 4, 173-176, 
1949. 6 refs. 


The Rh antibody anti-CW was produced in one of two 
volunteers who received 24 injections of blood of group O 
containing the CW antigen, and 1 injection of typhoid- 
paratyphoid vaccine. The volunteer in whom the 
process was successful was of group O, MN, CDe/cde, 
and the maximum titres obtained were 1 in 32 in saline 
and 1 in 128 in albumin. G. Discombe 


DISORDERS OF THE BLOOD 


297. Elution of an Incomplete Type of Antibody from 
the Erythrocytes in Acquired Haemolytic Anaemia 

P. Kipp. Journal of Clinical Pathology (J. clin. Path. 2, 
103-108, May, 1949. 11 refs. 


In 6 cases of acquired haemolytic anaemia the author 
found that the saline-washed erythrocytes were aggluti- 
nated by anti-human-globulin serum, but that no free 
“* incomplete ’’ antibody could be detected in the serum 
of these patients. This work supports the observations 
of Boorman, Dodd, and Loutit who showed that the 
direct Coombs test was positive in cases of acquired 
haemolytic anaemia, but negative in the congenital 
variety. 

A method of elution of the antibody from the sensitized 
cells is described, and the eluates are shown to be able to 
coat the erythrocytes of all human subjects tested, irre- 
spective of ABO or Rh group. Animal cells were not 
affected by the eluates, with the exception of erythrocytes 
from 2 rhesus monkeys which, however, were less well 
sensitized than the human cells. Variations of tempera- 
ture between 40° C. and room temperature did not alter 
the degree of sensitization of human erythrocytes by the 
eluates. Osmotic fragility was found to be unaltered by 
the addition of the eluted antibody. Two of the eluates 
caused a certain degree of haemolysis of human cells 
in the presence of complement, but the results from the 
other four were equivocal. 

With high-titre cold agglutinins, no evidence of block- 
ing could be found in cells coated with the eluted anti- 
bodies; it is therefore concluded that these latter are not 
“incomplete ’’ cold agglutinins. The author concludes 
that the laboratory tests described do not clarify the 
mysterious mechanisms of haemolysis in the body. 

John Murray 


298. Acquired Haemolytic Anaemia: Survival of Trans- 
fused Erythrocytes in Patients and Normal Recipients 

J. G. SELwyN and W. E. R. Hackett. Journal of 
Clinical Pathology [J. clin. Path.] 2, 114-120, May, 
1949. 5 figs., 12 refs. 


The erythrocytes from 5 cases of acquired haemolytic 
anaemia were examined. Detailed observations were 
made on the survival of normal erythrocytes transfused 
to 3 of these patients and of the sensitized blood from one 
of the latter transfused to 2 normal recipients. 

Normal erythrocytes became sensitized when trans- 
fused into patients with acquired haemolytic anaemia. 
The sensitizing antibody is therefore non-specific, and the 
authors state that after transfused cells have become 
sensitized they are eliminated more rapidly than normal 
cells. The erythrocytes from patients with acquired 
haemolytic anaemia survive in a normal manner, after 
an initial increased rate of destruction, when transfused 
to normal people, as had already been shown by Loutit 
and Mollison. In these experiments, sensitized cells 
were shown to give a positive Coombs test during their 
life in a normal subject, and their survival was not due 
to reversal of sensitization. 

The findings and clinical evidence support the theory 
that a “ pathologically potentiated spleen’? may cause 
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pid destruction of sensitized cells. They also show 
that destruction of erythrocytes may depend upon the 
degree rather than the quality of sensitization. If this 
istrue, then abnormal haemolysis in acquired haemolytic 
gnaemia may depend upon progressive sensitization of 
patients’ cells by a non-specific auto-antibody beyond a 
certain threshold. 

Transfusion of sensitized cells causes the recipients’ 
own cells to become sensitized. The authors claim that 
the re-distribution of antibody is accomplished as a result 
of the release of antibody due to elimination of sensitized 
cells rather than a simple sharing out of antibody trans- 
ferred from heavily sensitized cells to normal cells. 

John Murray 


299. Incomplete Autoagglutinins (“‘ Warm Agglutinins ’’) 
in Haemolytic Jaundice. (Uber unvollstandige Auto- 
agglutinine (“‘ Warmeagglutinine beim hamolytischen 
Ikterus) 

W. BRUGGEMANN and F. Haun. Arztliche Wochen- 
shrift [Arztl. Wschr.] 4, 403-406, July 15, 1949. 10 refs. 


See also Section Paediatrics, Abstracts 223-4. 


RETICULO-ENDOTHELIAL SYSTEM 


300. Clinical Observations on the Therapeutic Value of 
Nitrogen Mustard in Diseases of Lymph Nodes. (Klin- 
iezne spostrzezenia nad leczniczym wplywem iperytu 
azotowego w schorzeniach wezlow chtonnych) 

J, ALEKSANDROWICZ, J. BLICHARSKI, A. KOSTKOWSKI, 
and Z. HaANicki. Przeglad Lekarski [Przeg. Lek.| 5, 
32-47, Jan. 1, 1949. 4 figs., bibliography. 


Nitrogen mustard was used in the treatment of 62 
patients with various pathological conditions of lymph 
nodes. There were 30 cases of Hodgkin’s disease, 9 
cases of tuberculosis of lymph nodes, 5 of lymphatic 
leukaemia, 5 of reticulo-endothelial tumour, 3 of 
lymphosarcoma, and 10 of secondary carcinomatosis of 
lymph nodes. Nitrogen mustard is a chemically unstable 
compound, and the degree of toxicity varies according 
to the freshness of its preparation. Even with samples 
from the same batch there may be different degrees 
of toxicity. 

Using freshly prepared products the authors did not 
observe any severe symptoms of toxicity. In Hodgkin’s 
disease a significant decrease in the size of lymph nodes 
or complete disappearance of tumours was obtained, 
the periods of remission lasting from 2 weeks to 12 
months. Regular injections at 6-weekly intervals are 
recommended to prevent relapse. In all cases of 
inflammatory enlargement of lymph nodes the treatment 
led to formation of fibrous scars; this was particularly 
noticed in cases of tuberculosis. There was only a 
temporary improvement in leukaemia and carcino- 
matosis of lymph nodes. Nitrogen mustard does not 
destroy the neoplastic cells but facilitates scar formation 
and absorption of inflammatory tissue; this, as well as 
its analgesic action justifies the use of the drug for 
symptomatic treatment of malignant tumours. 

J.T. Leyberg 
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301. In vitro Studies of Lymph Nodes Involved in 
Hodgkin’s Disease. II. Tissue Culture Studies; Forma- 
tion, Behavior and Significance of the Mulfinucleated 
Giant Cell 

A. Rottino. Archives of Pathology [Arch. Path.) 47, 
328-334, April, 1949. 2 figs., 7 refs. 


Tissue cultures from 27 lymph nodes from 23 cases of 
Hodgkin’s disease and 28 nodes from 28 patients with 
various other lymphadenopathies were studied. It was 
manifest that the large giant cell with up to 100 nuclei 
frequently observed was of the foreign-body type and 
morphologically indistinguishable from that seen in 
material from many non-related lesions, and bore little 
if any relation to the Sternberg—Reed cell, the two being 
sometimes found together. -In the case of tissue from 
patients with Hodgkin’s disease these large cells were 
seen so much more frequently than in the other tissue 
cultures that the difference was obviously significant: 
59 and 32% respectively. Many fragments were planted 
in each case, and in the two groups the percentages of 
positive fragments were 31 and 13 respectively. The 
giant cells from lesions of Hodgkin’s disease were also 
larger and had more nuclei. Further, variation in giant- 
cell formation in tissue cultures of lesions of Hodgkin’s 
disease was seen in 2 patients on whom successive biopsies 
were carried out. It is noted that the type of cell in 
question is rarely seen in sections from cases of Hodgkin’s 
disease, and the reasons for its appearance in vitro must 
remain speculative. W. S. Killpack 


302. Benign Lymphogranulomatosis (Sarcoidosis) and 
Tuberculosis. (Lymphogranulomatose bénigne et tuber- 
culose) 
E. TORNELL. Poumon [Poumon] 5, 109-121, March— 
April, 1949. 8 figs., 22 refs. 


The thesis of this paper is that sarcoidosis is unlikely 
to be a tuberculous infection and may well be caused by 
fungi. Out of 43 patients with sarcoidosis, 32 gave a 
history of exposure to vegetable dust or moulds. In 21 
out of 31 cases tested monilia were found in the sputum 
or stomach washings, as compared with 20% of a control 
series of 148 tuberculous cases. [The tuberculous 
patients were in hospital; those with sarcoidosis were 
out-patients.] In one out of 7 lymph-node biopsies . 
monilia were found on histological section. On the 
other hand, only 7 patients out of the 43 had a family 
history of tuberculosis or gave a history of contact, in 
spite of the fact that in 24 the condition began as ery- 
thema nodosum. None developed overt tuberculosis 
[though in 6 cases hilar calcification was later detected]. 
No tubercle bacilli were found in guinea-pigs inoculated 
with sputum or stomach washings from 39 cases, or with 
excised lymph nodes from 4 out of 5 cases; but tuber- 
culosis did develop in a guinea-pig inoculated with a 
lymph node from the fifth case. 

[The evidence furnished that sarcoidosis has a fungal 
origin is certainly not convincing.] John Crofton 


See also Section Digestive Disorders, Abstract 326. 


, . 

from 
12, 
thor 
luti- 
free 
rum 
ions 

the 
ired 
ital | 
> to 
rre- 
not 
vel 
Ta- | 
iter | 

tes 
alls 
. 
k- 
7 
10t 
les 

of 
LY, 


66 DISORDERS OF THE BLOOD 


HAEMATOPOIETIC SYSTEM 


303. Failure of Xanthopterin to Influence Hemato- 
poiesis and Growth in Rats 

J. A. PritcHARD. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.} 
69, 221-225, Nov., 1948. 1 fig., 17 refs. 


Various authors have reported the effects of 
xanthopterin on experimentally produced anaemias in 
animals. The results have been conflicting. The 
present author made experiments on weanling albino 
rats to determine. the effect of xanthopterin and pteroyl- 
glutamic acid on haematopoiesis and growth. The 
rats were fed a basal diet with the addition of 1% sulpha- 
thiazole or of 2% succinylsulphathiazole. In all but 
two of those given a sulphathiazole-containing diet a 
haemolytic anaemia developed which could not be 
completely cured either by pteroylglutamic acid 
(300 yg.) or by xanthopterin (600 jxg. to 2,400 yg.) given 
over a period of 6 days. In the animals receiving the 
diet with added succinylsulphathiazole, leucopenia 
developed and growth was inhibited; both of these 
features responded to administration of pteroylglutamic 
acid (50 pg. daily for 5 days) but not to xanthopterin 
(100 to 400 xg. daily for 5 days). In rats treated as in the 
last group but bled on four occasions, the amount of 
blood lost being 2% of the body weight, the same 
response to the two drugs was noted. In all animals 
treated with pteroylglutamic acid a variable degree of 
leucocytosis developed. J. Maclean Smith 


304. An Evaluation of Sternal Aspiration as an Aid in 
Diagnosis of the Malignant Lymphomata 

T. Cooper and C. H. WaTKINs. Blood [Blood] 4, 534- 
549, May, 1949. 5 figs., bibliography. 


The authors have attempted to determine the value of 
sternal marrow biopsy as a method of obtaining material 
of diagnostic significance in cases of Hodgkin’s disease, 
lymphosarcoma, and follicular lymphoma. They point 
out that primary enlargement of abdominal or thoracic 
nodes is ten times more common than primary enlarge- 
ment. of cervical nodes, and that nodes are therefore 
inaccessible for histological examination in the majority 
of cases. 

Sternal bone marrow was obtained in 10 cases of 
Hodgkin’s disease, 10 of lymphosarcoma, and 2 of 
follicular lymphoma. The diagnosis in each case had 
been verified by biopsy or necropsy or both. No con- 
sistent abnormalities were found in the specimens from 


cases of Hodgkin’s disease and follicular lymphoma, 


but in 7 of the lymphosarcoma cases ‘“ abnormal 
lymphocytes ’’ were found. . It is pointed out, however, 
that these cells may be difficult to differentiate from those 
seen in lymphatic leukaemia. [The authors evidently 
regard lymphatic leukaemia and lymphosarcomatosis as 
distinct conditions, despite the fact that the histological 
features of the lymph nodes are identical and indis- 
tinguishable]. In the 3 other cases of lymphosarcoma 
deposits were demonstrated in the bone marrow. 
R. Winston Evans 


305. The Pathogenesis of Thrombocytopenic Purpurg 
due to Hypersensitivity to Sedormid (Allyl-isopropyl. 
acetyl-carbamide) 

J. F. Ackroyp. Clinical Science (Clin. Sci.] 7, 249-283, 
April, 1949. 8 figs., bibliography. 


The author has studied 3 cases of thrombocytopenic 
purpura caused by “sedormid’’. In one of these ap 
attack of purpura followed the injection of 1-4 yg. of the 
drug, while, in another, symptoms developed within 
15 minutes of giving the drug by mouth. In vitro, a 
0:025% solution of sedormid caused agglutination, byt 
not lysis, of 30 to 65% of the platelets of 2 patients, byt 
not of the third. A 0-0006% solution of sedormid 
caused a significant reduction in clot retraction in ajj 
3 patients. Patch testing with a suspension of sedormid 
crystals in propylene glycol produced either purpuric 
haemorrhages or an increase in capillary fragility in the 
test area, without any generalized increase in capillary 
fragility or any reduction in platelet count. In none ofa 
series of 8 controls could similar changes be induced. It 
is concluded that, in sensitized patients, sedormid causes 
an increase in capillary fragility and agglutination of 
platelets; the reduction in platelet count increases the 
haemorrhagic tendency due to the capillary lesion. 

[This is an exceptionally lucid account of a beautifully 
designed series of experiments which appear to have 
elucidated the mechanism of sedormid purpura.] 

G. Discombe 


306. Carbamates in the Chemotherapy of Leukemia, 
Ill. The Relationship between Chemical Structure and 
Antileukemic Action of a Series of Urethan Derivatives 
H. E. Skipper and C. E. BRYAN. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 9, 391-397, April- 
June, 1949. 25 refs. 


The structure of urethane was modified in various ways 
in an attempt to produce more effective anti-leukaemic 
carbamates. It was found, however, that changes in 
almost any part of the urethane molecule antagonized 
the anti-leukaemic action, as disclosed by the effect on 
the survival time of mice of the inbred strain Akm which 
had been inoculated with a transmissible leukaemia 
(myeloid chloroleukaemia 1394); changes in the ester 
group, mono- or di-substitution at the nitrogen atom, 
and substitution of a sulphur atom for the carbonyl or 
ethoxy oxygen atom, all destroyed or weakened the 
anti-leukaemic action. 

It was noteworthy that a number of the carbamates 
(for example, the N : N-dialkyl carbamates and ethyl 
N-methylcarbamate) lowered the total leucocyte count of 
normal mice but did not increase the life-span of mice 
with transmitted leukaemia. The lack of correlation 
between leucopenic action and anti-leukaemic action 
suggested that the anti-leukaemic action of urethane was 
exerted primarily on the differentiation process rather 
than on growth mechanisms. L. Foulds 


4 


307. Mediterranean Hemopathic Syndromes 


V. Cuini and C. MALAGUZZI VALERI. 
989-1013, Sept., 1949. 


Blood {Blood} 4, 
1 fig., bibliography. 
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Respiratory Disorders 


308. Handkerchiefs in the Transfer of Respiratory 
Infection 

K. R. and J. E. Lovetocx. Lancet [Lancet] 1, 
717-780, May 7, 1949. 8 refs. 


It has been shown that bacteria may persist for some 
time in handkerchiefs and that they may be dispersed by 
manipulation of the latter. The handkerchief is thus of 
potential importance in the spread of infective respiratory 
disorders. A search was therefore made for a disinfec- 
tant which would sterilize nasal secretionas it is deposited 
in the handkerchief. The substances tested were 
§-aminoacridine, cetylpyridinium bromide, phenyl- 
mercuric acetate, phenylmercuric bromide, hexyl 
resorcinol, and octyl cresol. Medicinal paraffin, a dust- 
laying agent, was included in the tests for. purposes of 
comparison. 

Results showed that hexyl resorcinol was the most 
' efficient disinfectant, with octyl cresol second. Hexyl 
resorcinol is unfortunately very expensive, but it is 
possible that other alkyl resorcinols which are cheaper 
to make may be found to be as effective. Hexyl resorcinol 
was much more effective in preventing dispersal of bacteria 
from handkerchiefs than was medicinal paraffin. 

John Forbes 


309. The Anatomy of the Human Bronchial Tree and 
Pulmonary Blood Vessels 

N. P. D. Smytu. Jrish Journal of Medical Science [Irish 
J. med. Sci. 6, 269-290, June, 1949. 32 figs., biblio- 
graphy. 

310. Arteriovenous Aneurysm of the Lung 

C. BAKER and J. R. Trounce. British Heart Journal 
[Brit. Heart J.) 11, 109-118, April, 1949. 8 figs., 20 refs. 


Two examples of pulmonary arterio-venous aneurysm 
are described in detail with skiagrams and angiocardio- 
grams. The first occurred in a man of 27 who had been 
cyanosed since the age of 4 and had increasing breathless- 
ness for 8 years. Frequent epistaxis was a feature of the 
history. There were marked clubbing of the fingers, 
polycythaemia, a loud systolic murmur over the right 
base posteriorly, and angiomata on the face, lips, and 
buttocks. The electrocardiogram showed right axis 
deviation in standard leads, with spiked P waves measur- 
ing 4 mm. in height in lead II. The circulation time 
of dehydrocholic acid (“‘ decholin ’’) was 14 seconds. 
Radiography revealed an extensive calcified aneurysm 
at the right base, and angiocardiography showed two 
other similar lesions behind the heart shadow. The 
arterial oxygen saturation was 73% and the cardiac output 
12 litres per minute. It was estimated that only 2°6 litres 
Per minute flowed through the pulmonary capillaries; 
the rest, constituting 80% of the total output, passed 
through the shunt. Lobectomy was carried out with 
considerable difficulty, but the patient died some 30 hours 


afterwards. A photograph of the pathological specimen, 
confirming the diagnosis, is reproduced. 

The second case was in a boy of 13 who had increasing 
cyanosis from the age of 5 with conspicuous clubbing and 
polycythaemia. He.was not unduly breathless. A 
“* machinery’? murmur could be heard over the upper 
zone of the left lung, and in the skiagram this area had a 


diffuse mottled appearance. That the lesion was an’ 


arterio-venous aneurysm was confirmed by angiocardio- 
graphy. Lobectomy was carried out successfully and 
with excellent results. 

The history of pulmonary arterio-venous aneurysm 
is briefly reviewed, and physicians are reminded that the 
diagnosis should be suggested by a combination of 
cyanosis, clubbing, and polycythaemia with normal 
findings on examination of the heart. Associated 
vascular lesions in skin and mucous membranes are 
common. Of 29 cases discovered in the literature, in 
many there was little disability, but 5 patients died—2 
from pulmonary haemorrhage, | from pneumonia, | as 
the result of angiocardiography, and 1 from coronary 
thrombosis. The average age of the group was 29. 
Anoxia, polycythaemia, and haemorrhage appeared to 
be the chief hazards to life—not heart failure. 

Paul Wood 


311. A Generalized Lung Disease with Calculus Forma- 
tion (Microlithiasis alveolaris pulmonum). (Uber eine 
generalisierte Lungenerkrankung mit Konkrement- 
bildung (Mikrolithiasis alveolaris pulmonum)) 

F. Lercuer. Zentralblatt fiir Allgemeine Pathologie und 
Pathologische Anatomie [Zbl. allg. Path. path. Anat.) 85, 
49-62, May 16, 1949. 6 figs., 47 refs. 


The clinical picture is described of a peculiar pul- 
monary disease found post mortem in a 44-year-old 
farmer with a 6-year history of cardiac and respiratory 
symptoms, sore throat, and polyarthritis. Macroscopic- 
ally the lungs appeared bulky and rigid, and were rather 
heavy. On section the cut surface had a fine granular, 
** sand-like ’’ appearance. The fine granules adhering to 
the knife had a glass-like consistency. There was 
bullous emphysema at both apices. Histologically there 
was generalized, in places massive, fibrosis of the inter- 
stitial connective tissue, including the alveolar walls, with 
widespread destruction of the elastic matrix. Chronic 
interstitial pneumonitis and chronic hypertrophic 
bronchitis were widespread. The most striking finding 
was that of innumerable small bodies not unlike corpora 
amylacea filling the alveoli over large areas of the lung. 
Chemical and tinctorial properties of these bodies showed 
them to consist of calcium salts, precipitated on an organic 
nucleus of necrotic material, dust particles, or necrotic 
tissue elements. They were therefore regarded as true 
microliths or stones and not as corpora amylacea. There 
was also widespread metaplastic bone formation, parti- 
cularly in the neighbourhood of the larger fibrous scars. 
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The possible mode of formation of these concretions is 
discussed. Chronic inflammation, chronic oedema, 
mechanical embarrassment due to loss of elasticity, and 
fibrosis, as well as changes in the biochemical environ- 
ment leading to precipitation of proteins derived from 
desquamated alveolar epithelial cells with subsequent 
calcium impregnation, seem all to play a part. The 
concretions in turn seem to have further increased the 
interstitial fibrosis by acting as highly irritant foreign 
bodies. ; E. Nassau 


312. Transitory Pulmonary  [Infiltrations (Loeffler’s 
Syndrome) with Case Report 7 

A. M. Tocker. Journal of Allergy [J. Allergy] 20, 
211-221, May, 1949. 3 figs., bibliography. 


One case of Léffler’s syndrome with transient cavita- 
tion is described and 36 other cases are reviewed; in 
69% of the latter there was a history of asthma. It is 
pointed out that the characteristics of the syndrome 
originally described were the benign course and the 
short duration of the pulmonary infiltrations. In many 
cases described since, however, symptoms have been 
severe and infiltrations persistent. The syndrome as 
described by Léffler is regarded as only one phase of the 
allergic reaction of lung tissue. Other phases of this 
reaction may be more severe and may end in permanent 
tissue injury. Only one-quarter of the reviewed cases 
could be classified as cases of Léffler’s syndrome in its 
Strict sense. H. Herxheimer 


See also Section Hygiene and Public Health, 
Abstract 21. 


313. Tumor Cells in Bronchial Secretions. An Experi- 
mental and Statistical Study 
M. Appet and T. T. BRONK. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 19, 320-322, 
April, 1949. 6 figs., 5 refs. 


Brown-Pearce carcinoma tissue was transplanted into 
the bronchus of rabbits, and bronchial secretion obtained 
with a swab was examined every third day, starting on 
the sixth day after operation. In 58% of .the animals 
tumour cells were recognized on the sixth day, and in all 
by the end of the third week. In none of the animals in 
which tumour cells were found on the sixth day could 
tumours be seen with the naked eye. G. Discombe 


314. A Cytohistologic Study of Bronchial Secretions 

H. L. RicHarpson, W. C. HUNTER, W. S. CONKLIN, and 
A. B. PETERSEN. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 19, 323-327, April, 1949. 4 figs., 
4 refs. 


From patients suspected of having bronchial car- 
cinoma smears of bronchial secretion were taken by 
unselected observers using varying techniques and were 
compared with those taken by a single thoracic surgeon 
using a standardized technique. In thenon-standardized 
series of 119 patients, among whom were 17 with proven 
carcinoma of the lung, carcinoma cells were found in 
10 cases. In the standardized series of 48 patients, of 
whom 19 had carcinoma, carcinoma cells were found in 
the bronchial secretion of 17. It is further noted that 


RESPIRATORY DISORDERS 


carcinoma cells were found in the sputum in 5 out of 9 
cases examined. 

[These two papers (Abstracts 313 and 314) are very 
important and should be read by all concerned with the 
diagnosis of this form of malignant disease.] 

G. Discombe 


315. Alveolar Cell Carcinoma of the Lung (Pulmonary 
Adenomatosis, Jagziekte?): A Multicentric Tumor of 
Epithelial Origin 

N. C. DELARUE and E. A. GRAHAM. Journal of Thoracic 
Surgery [J. thorac. Surg.) 18, 237-251, April, 1949, 
7 figs., 34 refs. 


Although difficult to demonstrate, an epithelial lining 
appears to exist in the human pulmonary alveolus, 
proliferating under certain pathological conditions and 
occasionally giving rise to a peculiar type of carcinoma, 
Histologically, this tumour consists of sheets of columnar 
cells lining alveoli, the delicate septa between the alveoli 
being long preserved. The condition resembles jag. 
ziekte (a disease of South African sheep supposedly 
caused by a virus) and the pulmonary adenomatosis of 
mice and, like them, is often multifocal in origin, the 
foci tending to coalesce. The tumour is of low malig. 
nancy, although lymph-node metastases and gross 
infiltration may occur. Despite the tendency to multi- 
focal origin, the treatment called for is operative excision, 
pneumonectomy being preferred by the authors to 
lobectomy; without such treatment, the patient inevit- 
ably dies of sepsis. A case of the disease is described in 
which the patient, after 2 operations, has survived more 
than 5 years. D. M. Pryce 


316. Acute Mediastinal and Subcutaneous Emphysema 
L. FRIDJOHN and P. G. Azzoparpi. Lancet [Lancet] 1, 
904-905, May 28, 1949. 2 figs’, 9 refs. 


A woman aged 29, 8 months pregnant, was admitted 
to hospital in an attack of bronchial asthma. She was 
cyanosed and distressed and there was swelling of her 
face, neck, and supraclavicular fossae. This was shown 
to be due to subcutaneous emphysema by the presence of 
crepitus, which was elicited on palpation over the chest 
wall, down the flanks to the upper part of the thigh, and 
down the arms and forearms to the wrists where x rays 
showed air to be present in the fascial planes. Character- 
istic crunching noises synchronous with the heart beat 
could be heard over the apex of the heart. Treatment 
consisted of the injection of adrenaline subcutaneously 
and administration of oxygen. The asthmatic state 


~ improved, but relapsed by the next morning when the 


emphysema increased so much that incisions to relieve 
it were contemplated. A larger dose of adrenaline 
relieved the asthmatic spasm, however, and from this 
time on recovery was uninterrupted. The patient was 
delivered of a stillborn child 8 days after admission and 
the emphysema had disappeared completely by the 12th 
day. The authors consider that the mechanism of over- 
inflation of the lungs suggested by Macklin (Arch. intern. 
Med., 1939, 64, 193) accounts satisfactorily for the 
emphysema in this case. J. G. Scadding 
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317, Oesophageal Lesions in Sclerodactyly 
w. A. Bourne. Lancet [Lancet] 1, 392-393, March 5, 
1949. 4 figs., 17 refs. 


Sclerodermatous lesions of the alimentary tract are 
rare and, when present, only 5% of them cause symptoms. 
The author gives a review of cases reported in the litera- 
ture, including 4 of his own, one of them hitherto 
unpublished. In practically all the recorded cases the 
condition has been associated with Raynaud’s pheno- 
menon, progressing to sclerodactyly. The lesions of 
oesophageal sclerodermia vary in extent and degree of 
organic change and in site, but are rare in the upper 
third: When the cardia is not affected the oesophagus 
dilates passively when food is taken until there is sufficient 


_ pressure for the food to be forced into the stomach. 


This may give rise to no symptoms except an inability to 
swallow in the horizontal position. Radiography may 
show the oesophagus to be distended with air, and in 
many cases hiatus hernia of the oesophagus may be 
demonstrated. When the lesion is limited to the region 
of the cardia the changes closely resemble ordinary 
achalasia and its nature may only be suspected from the 
presence of associated skin lesions. Usually, however, 
the appearances in the lower oesophagus are far less 
localized and regular and may be very similar to those of 
carcinoma. From one-third to two-thirds of the lower 
part is usually involved. The oesophageal symptoms 
may develop very rapidly after the onset of the skin 
lesions—they appeared six months later in one of the 
author’s cases. 

Diagnosis may be difficult as endoscopy may not be 
possible owing to facial rigidity and kyphosis, but in 
earlier cases biopsy usually shows leucoplakia, lymphoid 


_ masses, infiltration with polynuclear cells, and peri- 


vascular collections of round cells. Lesions may also be 
present in the intestines, lungs (producing pulmonary 
fibrosis), and heart, where the pathological histology 
conforms closely to that of the skin lesions. Treatment 
may not be necessary and if obstruction supervenes 
dilatation of the oesophagus may suffice. The author is 
uncertain about the advisability of thoracotomy, but if 
carcinoma is suspected this procedure is probably 
indicated. M. Beaton 


See also Section and Public Health, 
Abstract 9. 


318. Dextrose, Insulin and Epinephrine Tolerance Tests 
in Cirrhosis of the Liver 

R.W. HILLMAN. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 16, 175-179, May, 1949. Biblio- 
graphy. 


The validity of the dextrose, insulin, and adrenaline 
tests was compared in 17 patients with cirrhosis of the 
liver, all three tests being completed in 14 cases. In 13 


Disorders 


cases the diagnosis was confirmed by biopsy, by necropsy, 
or both, and in all cases there was clinical and laboratory 
evidence of the disease. For at least one week before 
each test the patient was given a high-protein diet with 
365 g. of carbohydrate. For the intravenous dextrose 
tolerance test 25 g. of the carbohydrate was given. Of 
17 patients 12 showed a normal tolerance. In the 
insulin tolerance test sensitivity to insulin seemed to be 
independent of the amount administered, and 0-1 unit 
per kg. body weight was as efficient in producing an 
exaggerated response as 10 units. Of 14 patients on 
whom this test was performed 6 gave a normal, 4 an 
exaggerated, and 4 a diminished response. Of 14 patients 
given adrenaline (0-6 mg. intramuscularly), the blood 
sugar level in 3 reacted normally, in 6 a diminished 
response was obtained, and in 5 there was a normal 
rise, which was, however, abnormally persistent. The 
changes in inorganic phosphate concentration in serum 
showed no apparent relation to those in blood sugar 
level. 

There was no apparent correlation amongst the three 
tests employed, and none of the tolerance tests appeared 
to provide a reliable index of disturbed hepatic function. 

W. H. Horner Andrews 


See also Section Pathology, Abstract 183. 


STOMACH 


. 319. The Effect -of Enterogastrone Concentrates on 


Gastric Secretion in Human Beings 

R. R. FeRAyorNi, C. F. Cope, and C. G. MorLock. 
Gastroenterology [Gastroenterology] 11, 730-739, Nov., 
1948. 1 fig., 14 refs. 


At the Mayo Foundation the authors have studied 
the effects of an enterogastrone preparation (extract of 
the upper part of the small intestine of hogs) on gastric 
secretion in 20 human volunteers. 

The enterogastrone preparation was tested for potency 
on four dogs with Heidenhain pouches; a consistent 
lowering of the acid output of the gastric mucosa 
occurred. Toxic effects, including vomiting and increase 
in rectal temperature by up to 1-5° F. (0-8° C.), occurred. 
Though these toxic effects may per se have diminished 
gastric secretion and motility, the authors conclude that 
the extract did have an inhibitory effect. 

In the tests on human volunteers all subjects fasted for 
14 hours. They then lay on the left side and were 
instructed not to swallow saliva. Stomach contents were 
extracted through a Sawyer tube and then samples of 
gastric contents were collected separately during succes- 
sive 15-minute periods. An attempt was made to empty 
the stomach completely at the end of each period. The 
volume of each sample was measured and the free and 
total acidity determined. 
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Two types of test were used: (1) A double histamine 
test (10 subjects, 4 normal and 6 with active duodenal 
ulcer). When two or three samples had been obtained 
0-01 mg. of histamine diphosphate per kg. was given 
subcutaneously; 75 minutes later a similar injection was 
given. In 7 cases 30 minutes before the second injection 
200 mg. of enterogastrone concentrate dissolved in 5 ml. 
of 0-5% solution of chlorobutanol in water was given by 
intramuscular injection. In the three other cases the 
concentrate was injected at the same time as the second 
dose of histamine. Results indicated that the injection of 
enterogastrone concentrate was without effect upon the 
secretory response to histamine. 

(2) Test meal studies (14 subjects, 6 normal, 7 with 
duodenal ulcer, 1 with gastric ulcer). A test meal con- 
sisting of eight arrowroot biscuits and two glasses of 
water was consumed in about 5 minutes. One hour 
later the Sawyer tube was passed and the stomach 
emptied. Thereafter specimens were collected every 15 
minutes for 5 consecutive periods. Several days later 
the same procedure was repeated and also three capsules 
of enterogastrone (approximately 4-5 g.) were given by 
mouth on the day before the test after each meal and 
at bedtime. One hour before the test meal 200 mg. of 
enterogastrone was injected intramuscularly. This injec- 
tion was. repeated one hour after the meal and just before 
passage of the tube. Results of these tests showed that 
there was no significant difference in the values for free 
and total acidity or volume obtained with and without 
enterogastrone. M. Beaton 


320. Recurrence of Peptic Ulcer in Man as Affected by 
Treatment with an Enterogastrone Preparation 

A. C. Ivy, A. LITTMAN, and M. I. GROSSMAN. Gastro- 
enterology [Gastroenterology] 12, 735-747, May, 1949. 
12 refs. 


The authors, working in the University of Illinois 
College of Medicine, Chicago, report on the effect of 
intravenous enterogastrone injections in 46 cases of 
peptic ulcer. 

The patients had all had a peptic ulcer for at least 
4 years (average 15 years) with frequent recurrences. 
X-ray examination was carried out before, during, and 
at the end of the treatment. For comparative purposes 
the preceding 4 years’ history of symptoms was used as 
the control. Cases were followed up for a period of up 
to 5 years after cessation of treatment. As few changes 
as possible were made in the regimen followed by the 
patient before this therapy. The enterogastrone con- 
centrate was given in doses of 200 mg. dissolved in 4 to 
5 ml. of sterile water by intravenous injection for a period 
of 12 months or a few months longer; 37 patients received 
6 injections weekly, and 9 had 3 injections weekly. The 
difference between the results in these two groups is 
not statistically significant, so the figures are given only for 
the total 46 patients. . 

During the year of treatment 41% were symptom free 
and 46% had fewer recurrences. One year after the 
cessation of treatment 40% were still symptom free and 
40% had fewer recurrences. The average longest 
symptom-free period for the 46 patients during the 2 


DISORDERS 


years before this treatment was 0-3 year and for 2 years 
after treatment was 0-9 year. The difference between 
these figures is statistically significant. 

The authors conclude that the injections had a favour. 
able effect on the group as a whole and do not believe 
that this improvement could be ascribed to the reassuring 
effect of a new treatment, or to a more restricted diet, 
which was, on the contrary, more liberal than before. 
They point out that they have no evidence that the 
enterogastrone treatment is superior to other forms of 
medical treatment of the acute exacerbation or to 
ordinary management of peptic ulcer. M. Beaton 


‘321. Haematemesis with Special Reference to Chronic 
Peptic Ulcer 

D. C. Lewin and S. TRUELOVE. British Medical Journal 
[Brit. med. J.] 1, 383-386, March 5, 1949. 3 figs., 8 refs, 


The fatality rate in haematemesis in series reported by 
individual specialists such as Avery Jones (Brit. med. J, 
1947, 2, 441, 477), who records 8% mortality, is noticeably 
lower than the gross hospital figures reported, where 
mortality ranges from 13 to 25%. The authors believe 
that the dangers of haematemesis are more truly repre- 
sented in mass hospital figures and report their findings 
in the analysis of 305 cases of haematemesis or melaena 
admitted as emergencies to the Radcliffe Infirmary, 
Oxford, from 1938 to 1949 inclusive, in 208 of which 
there was a history of proved or probable chronic peptic 
ulcer. 

Excluding deaths due to unrelated disorders or to 
elective operation after recovery from the bleeding, the 
over-all fatality rate was 19%, but varied greatly with the 
age of the patient. In the 135 patients under 50 years of 
age the rate was 5-9%, while in the 170 patients over 50 
it was 29-4%. In the 208 cases of chronic peptic ulcer the 
same relation between age and fatality was found and 
although there were fewer females than males in the 
series the effect of age on the death rate was the same for 
each sex. The duration of the history of ulcer bore very 
little direct relation to the fatality rate. Patients witha 
history of more than 10 years had a fatality rate of 38%, 
whereas those with 1 to 5 years’ history had a fatality 
rate of 28%, but since a longer ulcer history tends to 
be found among the older patients, the difference may be 
attributed to the higher average age in the former group. 
This is confirmed by the fact that among the 40 patients 
over 50 with a history of peptic ulcer of less than 10 years’ 
duration the fatality rate was 30°, whereas in the remain- 
ing 75 patients with a longer history the fatality rate was 
28%. No significant difference in fatality rate was found 
as between patients who had had previous haematemeses 
and those who had not. 

Greater severity of bleeding, as estimated roughly 
from the available clinical data, did not seem to account 
per se for the increased fatality rate in the older age 
group, which was the most prominent feature of the 
analysis of this series. The authors believe that this is 
due to the general bodily changes in old age and thus to 
lessened ability to combat the effects of haemorrhage, 
rather than to local conditions brought on by the ageing 
process. M. Beaton 
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322. The Problem of Vagotomy in the Treatment of 


Peptic Ulcer 
w. WALTERS, B. C. BRownson, and S. K. PHILLIPS. 


Kentucky Medical Journal [Kentucky med. J.] 47, 254- 


265, July, 1949. 11 refs. 


323. The Nocturnal Gastric Secretion in Patients with 
Benign Gastric Ulcer 

E, Levin, J. B. KirsNer, and W. L. PALMER. Annals of 
Internal Medicine [Ann. intern. Med.| 30, 1020-1032, 
May, 1949. 6 figs., 3 refs. : 


This is a piece of original work giving the results of a 
jong series of investigations into the quantity and 
quality of gastric juice secreted during the night. The 
authors claim that their figures demonstrate statistically 
significant “‘ gastric secretory differences’’ between 
patients with gastric ulcer, normal individuals, and 
patients with duodenal ulcer. [Representative patterns 
and curves are given, but the diagnostic value of the 
whole procedure appears to be doubtful.] 

G. F. Walker 


324. Experimental Gastric and Duodenal Ulcer 

J. R. McCorriston, D. R. WesstTerR, and D. W. 
MacKENziz. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.] 
10, 637-643, April, 1949. 5 figs., 7 refs. 


325. The Gastroscopic Diagnosis of the Location and 
Extent of Gastric Cancer 

C. W. Wirts. Gastroenterology [Gastroenterology] 11, 
861-872, Dec., 1948. 3 figs., 11 refs. 


A gastroscopic study was made of 57 patients with 
carcinoma of the stomach, particular attention being paid 
to the detection of growths involving the upper third of 
the organ. 

Of 23 such patients 6 had primary growths of the cardia, 
and in 5 of these the diagnosis was made gastroscopically 
and not by x rays. In the remaining patients, who had 
_ involvement of the cardia secondary to a growth lower 
down in the stomach, obstruction was encountered 
when gastroscopy was attempted, though radiological 
studies had not revealed any disease of the cardia. 

Christopher Hardwick 


326. Involvement of the Stomach in Malignant 
Lymphoma 

W. D. Paut and A. B. HENDRICKS. Gastroenterology 
[Gastroenterology|.11, 854-860, Dec., 1948. 10 refs. 


Routine gastroscopic examination of 53 patients 
suffering from leukaemia or Hodgkin’s disease revealed 
changes in the stomach in every case. This was in 
contrast to the pathological findings, there being 
changes in only 15 out of 35 stomachs at necropsy. 
Three types of involvement of the stomach were seen. 
Minute nodules scattered throughout the stomach were 
the most common finding. A second type of chafige 
consisted in the occurrence of small localized masses in 
a mucosa which was slaty-grey in colour; in two instances 
there was ulceration. Treatment had little effect on these 
changes Christopher Hardwick 


327. The Comparative Buffering Capacity of Intact 
and Pre-digested Protein 

J. S. Levy. Gastroenterology [Gastroenterology] 11, 
883-890, Dec., 1948. 2 figs., 10 refs. 


Experiments to determine the buffering capacity of an 
enzymatic protein hydrolysate were carried out on 20 


‘Patients whose stomachs were known to give a good 


secretory response to the injection of histamine. On the 
first day histamine alone in a dose of 0-1 mg. per 10 kg. 
body weight was injected subcutaneously. On the second 
day the patient was given a solution of hydrolysate to 
drink at the same time as the histamine was injected, and 
later the test was repeated, milk being substituted for the 
hydrolysate. On the third day the patient drank a 
solution of casein in water at the time of the injection. 
Samples of gastric juice were aspirated every 10 minutes 
after the injection. 

It was found that under the conditions of the experi- 
ment the protein hydrolysate was more effective than 
either milk or casein in producing high pH values of the 
gastric contents. Gastric acidity was uniformly higher 
at 90 minutes after the ingestion of milk or casein or 
hydrolysate than in the fasting contents. This suggests 
that these three substances have equivalent secondary 
gastric secretogogue effects. Christopher Hardwick 
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328. Total Fecal Solids, Fat and Nitrogen. IV. A 
Study of Patients with Chronic Relapsing Pancreatitis 

G. R. DorNBERGER, M. W. Comrort, E. E. WOLLAEGER, 
and M. H. Power. Gastroenterology [Gastroenterology] 


11, 691-700, Nov., 1948. 14 refs. 


Studies of intake and excretion involving the use of a 
fixed diet and measurement of faecal solids, fat, and 
nitrogen were used by the authors in an attempt to ~ 
demonstrate insufficiency of external pancreatic secretion 
in cases of chronic relapsing pancreatitis with and without 
sequelae. 

The cases studied are grouped as follows: (1) Ten 
cases of chronic relapsing pancreatitis in which calcifica- 
tion and/or diabetes were not demonstrable, that is, 
without sequelae. (2) Ten cases of chronic relapsing 
pancreatitis with diabetes and/or calcification, that is, 
with sequelae. Eleven normal patients formed a control 
group. The procedure and methods of estimating 
total faecal solids, fat, and nitrogen were as described in a 
previous report (Gastroenterology, 1946, 6, 83). The 
average daily diet for each subject contained 101-6 g. 
fat, 117°5 g. protein, and 269-6 g. carbohydrate, and 
yielded 2,463 Calories. All food was eaten. 

The total weight of faecal solids was not abnormal in 
any of the cases in group 1, but was abnormally high in 
5 cases in group 2. In these 5 cases gross steatorrhoea 
was obviously present, hence analysis of faeces for total 
solids did not furnish diagnostically significant data. 

An abnormally high percentage of faecal fat was 
present in one case in group 1 and in all 10 cases of 
group 2. Of these, only 7 cases in group 2 had gross 
macroscopical steatorrhoea. In the remaining 9 cases 
of group 1 no abnormality in faecal fat was found. 
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It therefore appears that studies of intake and excretion 
are of value in detecting minor degrees of steatorrhoea. 
However, only in the one case in group 1 was this method 
of diagnostic importance, since in the three cases in 
group 2 other conclusive clinical evidence of chronic 
pancreatitis was present. 

Azotorrhoea was only found in cases in which steator- 
rhoea was recognizable macroscopically. Further, it 
was not found in all cases of obvious steatorrhoea and 
hence is not a constant part of the clinical picture of 
insufficiency of external pancreatic secretions. Analysis 
of faecal fat appears, therefore, to provide more informa- 
tion of use in the diagnosis of chronic pancreatitis than 
does the analysis of total faecal solids or faecal nitrogen. 

Losses of fat and nitrogen in faeces were found to be 
roughly proportional to the degree of pancreatic damage, 
but absence of external pancreatic secretion was not 
apparently complete in any. of the cases under study. 

. M. Beaton 


329. Pancreatic Function as Measured by Analysis of 
Duodenal Contents Before and After Stimulation with 
Secretin 

G. R. DORNBERGER, M. W. Comfort, E. E. WOLLAEGER, 
and M. H. Power. Gastroenterology [Gastroenterology] 
11, 701-713, Nov., 1948. 16 refs. 


The secretin test of pancreatic function has been used 
in comparatively few cases of pancreatitis. The authors 
carried out this test in 28 cases of chronic pancreatitis, 
grouped as follows. (1) 12 cases in which diagnosis 
was made on clinical grounds and confirmed by estima- 
tion of serum enzymes and/or by laparotomy. (2) 16 
cases in which recognizable sequelae were present, 
namely, calcification, grossly fatty stools, or extensive 
disease of the pancreas found at operation or necropsy. 

Each patient fasted for 12 hours and then received 
0-1 g. pentobarbitone soluble orally. Half an hour later 
a double-lumen tube (Agren and Lagerléf, Acta med. 
scand., 1936, 90, 1) was introduced into the stomach 
and duodenum, its position being checked radiologically 
in most cases. Duodenal contents were collected be- 


fore and after stimulation. Purified secretin (“* pan-. 


creotest)”’ was given intravenously in doses of one 
clinical unit. per kg. body weight. Bicarbonate con- 
centration, and amylase, trypsin, and lipase activity were 
determined. Analysis of duodenal contents before 
stimulation with secretin showed that values for normal 
cases ranged so low that disturbance of pancreatic func- 
tion was only revealed when parenchymatous damage 
was extreme, and rarely even then. - 

After stimulation with secretin the mean volume of 
secretion for 40 minutes after stimulation was 122-5 ml. 
for the control group. In group 1 the mean total 
volume was 89-3 ml. and in only 4 cases was the value 
low enough for the difference to be statistically significant. 
In group 2 mean total volume was 55-3 ml. (a significant 
difference), but in only 9 cases was the individual value 
low enough for the difference to be statistically significant. 

The mean concentration of bicarbonate for the 40- 


minute period after stimulation was 0-105 millimol — 


per ml. in the control group. In group 1 the mean figure 


was 0-075 (a significant difference). In 5 of the cases the 
individual values were low enough for the difference to be 
significant. In group 2 the mean figure was 0-042, ang 
in 14 of the 15 cases tested the individual figures showeq 
a significant difference. 

The mean total bicarbonate secreted for the 49. 
minute period in the control group was 14-8 millimols; 
in group 1 the mean was 7:1 millimols (significant 
difference), and in group 2 the mean was 2-5 millimols 
(significant difference). 

Enzymes were estimated in the 40-minute sample of 
duodenal contents. The mean value of total amylase jn 
the control group was expressed as 91 g. of maltose per 
ml. of duodenal contents. In group 1 the mean was 
66°8 g. (difference not significant). In group 2 (15 
cases tested) the mean value was 17°8 g. (significant 
difference). The mean value for trypsin in the control 
group was 117-7, expressed as ml. of N/10 potassium 
hydroxide. In group 1 the mean value was 91-5 ml, 
(not a significant difference). In group 2 the mean value 
was 46-6 ml. (significant difference). The mean value 
for lipase in the control group was expressed as 10,519 
ml. of N/20 sodium hydroxide. In group 1 the value was 
9,227 ml. (not significant). In group 2 the mean value 
was 3,800 ml. (significant difference). 

As a result of these findings the authors believe that 
the secretin test has a definite, but limited, place in the 
diagnosis of pancreatitis. They suggest that the test 
could be usefully limited to the determination of volume, 
concentration of bicarbonate, and total bicarbonate, 
and they suggest shortening the period of collection of 
duodenal contents to 40 minutes after stimulation with 
secretin. — M. Beaton 


330. Studies in Pancreatic Function. I. Preliminary 
Series of Clinical Studies with the Secretin Test 

D. A. DRreILING and F. HOLLANDER. Gastroenterology 
[Gastroenterology] 11, 714-729, Nov., 1948. 2 figs. 
20 refs. 


The authors studied the effect of the pancreatic response 
to secretin in 93 normal patients and in groups of cases of 
pancreatic carcinoma, acute pancreatitis, chronic relaps- 
ing pancreatitis, post-cholecystectomy syndrome, hepa- 
titis, and obstructive jaundice. 

All patients were in a fasting state and a double-lumen 
radio-opaque gastro-duodenal tube was used. After the 
drainage fluid had been collected for 20 minutes one 
clinical unit of secretin per kg. body weight was given 
intravenously. Thereafter simultaneous gastric and 
duodenal specimens were collected during four successive 
20-minute periods. By this means any duodenal 
Tegurgitation into the stomach or contamination of 
duodenal contents with gastric juice could be observed. 
The authors note that deterioration may occur in certain 
secretin preparations used and allowance for this could 
not be made. Values taken as normal were a maximum 
bicarbonate concentration of 90 milliequivalents (mEq.) 
or more per litre, a volume of 2 ml. or more per kg. pet 
80 minutes, and an amylase content of 6 units or more 
per kg. per 80 minutes.. Pancreatic response was only 
considered abnormal when at least two of these three 
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were less than 10% below the normal, or when 
one figure was more than 10% below the normal. 

(1) Pancreatic carcinoma (16 cases). Response was 
abnormal in 15. In 12 the total amylase production was 
depressed and in 10 the volume was low. However, in 
only 5 was amylase concentration subnormal and in 
only 3 gas bicarbonate concentration markedly reduced. 
Findings here indicate that the main disturbance is ductal 
obstruction affecting the volume of secretion. (2) Acute 
pancreatitis (11 cases). In 8 cases tested during the first 
few weeks after onset of symptoms amylase content and 
volume were abnormally low in 6, but bicarbonate 
concentration was normal in all; in the 3 cases tested 
3 months to 25 years after acute pancreatitis findings 
were normal. These results support the view that 
recovery of function after mild acute pancreatitis may be 
rapid and complete within a week of onset. (3) Chronic 
relapsing pancreatitis (7 proved cases). Response to 
secretin was poor in all, bicarbonate concentration being 
most affected. 
cases). Secretin response was normal in all cases except 
one, subsequently found to be a case of metastatic 
pancreatic carcinoma. Collateral study of the concentra- 
tion of biliary pigment in the duodenum gave results of 
clinical significance, four typical curves over the 80- 
minute period being recorded in cases with normal 
gall-bladder function, cases of cholecystectomy, cases of 
cholecystectomy with common duct dilatation due to 
incomplete obstruction, and cases of complete biliary 
obstruction. (5) Hepatitis (10 cases). Response to 
secretin was normal. Curves of biliary pigment concen- 
tration corresponded to the stages of the pathological 
process. (6) Obstructive jaundice (27 cases). Response 
to secretin was abnormal in 10 patients found to have 
pancreatic lesions, carcinoma of the pancreas, or pan- 
creatitis. In 15 of the remainder with normal secretin 
response no pancreatic lesion was found at operation. 

The authors consider that the study of the pancreatic 
response to secretin and of the curve of biliary-pigment 
concentration in cases of jaundice aids the location of 
the site of biliary obstruction. When the secretin 
response is abnormal the lesion lies in the head of the 
pancreas; when the secretin response is normal, but the 
curve of biliary pigment concentration is abnormal, the 
site is between pancreas and liver; if secretin response and 
pigment curve are both normal the jaundice is due to 
hepatic disease. M. Beaton 


331. The Diagnosis of Chronic Recurrent Pancreatitis 
W.G. HERSPERGER. Southern Medical Journal (Sth. med. 
J.] 42, 289-295, April, 1949. 4 figs., 13 refs. 


The manifestations of chronic recurrent pancreatitis 
are not widely appreciated. The author presents 
observations based on an analysis of 33 cases, 23 of the 
patients being male and 10 female, their ages ranging 
from 18 to 67 years. During the exacerbations of the 
disease the following clinical features may be noticed: 
(1) Pain is the outstanding symptom. The situation in 
the abdomen is variable, but is usually epigastric, radiat- 
ing to costal margins, the scapulae, the upper lumbar 
Tegion, or to the costovertebfal area, especially on the 


(4) Post-cholecystectomy syndrome (20 


left. It varies also in intensity and quality, but generally 
tends to be severe and continuous and is only partially 
and temporarily relieved by opiates. Attacks may last 
hours or days and may recur after an interval of a few 
weeks or years, but as the disease progresses the pain 
tends to be more frequent and more severe. It is 
unrelated to food, but is sometimes relieved by vomiting. 
Occasionally pain is absent. (2) Flatulence is marked 
during an attack and may herald an exacerbation. - (3) 
Fever is present when there is extreme pancreatic necrosis. 
(4) Jaundice occurred in 30 to 50%, and vomiting in 50% 
of the author’s series. (5) Gastro-intestinal haemor- 
rhage occurred in 10%. This complication may be fatal. 
(6) There is a tendency to constipation rather than: 
diarrhoea. (7) Exacerbations may be precipitated by 
alcohol, vigorous exercise, worry, fatigue, or dietetic 
indiscretion. 
Findings on examination during an exacerbation are 
also variable, no single pathognomonic sign being 
present, and include the following: (1) Abdominal 


tenderness is variable and was marked in less than 50% 


of the series. The incidence of muscle guarding was 
proportionately much less. (2) Signs of shock are 
found only in cases of severe necrosis. (3) The liver 
was enlarged in 25% of the author’s cases. (4) The 
serum amylase or lipase values rise within a few hours of 
the onset of the attack and increase for 12 to 24 hours, 
declining in 4 to 7-days. Low values probably indicate 
marked atrophy and fibrosis of the pancreas. The 
urine amylase content is increased, the high level persist- 
ing for a longer period than that of the serum. (5) An 
abnormal glucose tolerance curve may be obtained im- 
mediately after the attack in early cases. (6) A poly- 
morphonuclear leucocytosis and raised erythrocyte 
sedimentation rate may be present. (7) Radiography 
may show dilated loops of small intestine. 

In the intervals between exacerbations the following 
symptoms and signs may be evident: (1) Loss of weight, 
particularly if steatorrhoea is present, anorexia, post- 
prandial distension, and mild upper abdominal pain may 
be present. (2) The serum amylase level is usually 
abnormally low. (3) The secretin test of pancreatic 
function may demonstrate abnormal external secretion. 
(4) Carbohydrate metabolism may be abnormal, inter- 
mittent glycosuria or hyperglycemia, or even frank 
diabetes mellitus developing. (5) Hypochromic anaemia 
may be present and the erythrocyte sedimentation rate 
may be raised. (6) Evidence of hepatic dysfunction may 
be found in the absence of bile-duct obstruction, as in 
2 out of 8 of the author’s patients on whom the brom- 
sulphalein test was carried out. (7) X-ray examination 
may show calcification of the pancreas and distortion of 
the second part of the duodenum or of the duodenal cap 
by adhesions. Hypomotility of the small gut with an 
abnormal mucosal pattern may be associated with 
steatorrhoea. 

The differential diagnosis includes biliary tract disease, 
peptic ulcer, perforation of a viscus, intestinal obstruc- 


tion, urinary tract disease, and coronary thrombosis, in 


addition to carcinoma of the pancreas in which, however, 
the condition tends to be more steadily progressive. 
M. Beaton 
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332. The Diagnostic Value of Oral and Intravenous 
Dextrose Tolerance Tests in Endocrine Disorders with 
Decreased Dextrose Tolerance: Diabetes Mellitus, 
Thyrotoxicosis, Cushing’s Syndrome and Acromegaly. [In 
English] 

L. Go_pBerG and R. Lurt. Acta Medica Scandinavica 
[Acta med. scand.} 135, 1-17, 1949. 3 figs., 29 refs. 


This is the second of two papers in which the value of 
three different types of glucose tolerance test is discussed. 
The first paper dealt with the values obtained in normal 
subjects; this paper describes the results obtained in 54 
patients suffering from conditions associated with dis- 
orders of carbohydrate metabolism, namely, diabetes 
mellitus, alimentary glycosuria, thyrotoxicosis, Cushing’s 
syndrome, and acromegaly. 

The tests which the authors employed were as fol- 
lows: (1) oral administration of one dose of glucose, 
1 g. per kg. body weight, with blood sugar estimations up 
to 2 hours; (2) oral administration of two doses of 50 g. 
glucose with a 30-minute interval, blood sugar being 
estimated up to one hour; (3) intravenous injection of 
100 ml. of 25% solution of glucose and blood sugar 
estimations up to 2 hours. The results were compared 
with the findings in normal subjects. 

The following results were obtained. In diabetes 
mellitus curves were abnormal in all cases and with all 
tests. In alimentary glycosuria, the oral two-dose test 
gave abnormal results in all cases, but results of other 
tests varied. In thyrotoxicosis the oral two-dose test 
gave abnormal results in 90% of cases; other tests were 
not so sensitive. In Cushing’s syndrome all cases gave 
abnormal results in all tests, the two-dose test being the 
most sensitive. In acromegaly, results were abnormal in 
most of the tests, the two-dose test giving the largest 
number of abnormal findings. W. M. L. Turner 


333. Anatomical Changes in the Organs of Animals 
in Parathyroid Deficiency. (Alterazioni anatomiche 
negli organi degli animali in deficit paratiroide) 

V. Gutron and C. Dinia. Annali Italiani di Chirurgia 
[Ann. ital. Chir.] 26, 208-214, May, 1949. 2 figs. 


THYROID 


334. Serum Leve. of Protein Bound Radioactive Iodine 
(I?*1) in the Diagnosis of Hyperthyroidism 

A. S. FREEDBERG, A. URELES, and S. Hertz. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 70, 679-682, April, 1949. 
2 figs., 11 refs. 


The level of serum-protein-bound radioactive iodine 
was measured in 10 thyrotoxic patients and 10 with 
normal thyroid function at the Beth Israel Hospital, 
Boston. A fixed dose of 150 yc carrier-free I'*! was 
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administered 3 hours after a light breakfast, and 10 ml, 
of blood was withdrawn 24 hours later. The protein. 
bound iodine was precipitated by cold 10% trichloroacetic 
acid, the supernatant fluid being used for the deter. 
mination of “ non-protein-bound The total 
serum radioactivity was also measured. Results were 
expressed in terms of microcuries of radioactive iodine 
per ml. of serum. The “total serum radioactivity” 
values showed considerable overlap in the two groups of 
patients. The “protein-bound radioactive iodine” 
values, on the other hand, did not overlap; the values in 
hyperthyroid patients ranged from 38 to 146 x 10-5 jc, 
per ml. (average 68 x 10~° yc. per ml.), and in patients 
with normal thyroid function from 3 to 28x 10-5 pe. 
per ml. (average 13 x 10-° juc. per ml.). 

[This is a comparatively simple and promising test, 
but the absence of overlap will require confirmation ina 
larger series of cases.] G. Ansell 


335. Thyroid Collection of Radioactive Iodide and Serum 
Protein-bound Iodine Concentration in Senescence, in 


- Hypothyroidism and in Hypopituitarism 


M. PERLMUTTER and D. S. Riccs. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 9, 430-439, May, 
1949. 19 refs. 


Radioactive iodine uptake in 160 euthyroid subjects 
was determined by measuring the ‘“ accumulation 
giadient ” of*Astwood (see Endocrinology, 1947, 41, 66; 
Abstracts of World Medicine, 1948, 4, 74); there was 
appreciable scatter of the values determined. However, 
when the subjects were later divided into two age groups 
—20 to 49 years and 50 yearsand over—the mean accumv- 
lation gradient was found to be significantly higher 
in the younger group. The mean values for females 
were higher than those for males in both age groups. 
These findings indicate a lower level of thyroid activity 
in the older age group and that thyroid activity is higher 
in females than in males. In 17 of the subjects the 
level of the protein-bound iodine in serum was also 
measured and was apparently within normal limits even 
in the older age group. The authors suggest that the 
normal serum protein-bound iodine level in old age may 
be due to diminished utilization of thyroid hormone by 
the peripheral tissues which in turn depresses thyroid 
activity indirectly through the pituitary. It is also 
suggested that the sex hormones may influence the peri- 
pheral utilization of the thyroid hormone. The accumu- 
lation gradient was also measured in 8 cases of hypo- 
thyroidism and in 5-cases of hypopituitarism and, except 
in one of the latter cases, was found to be low. [The 
observations on the hypothyroid and hypopituitary 
patients are of doubtful value in view of the fact that 
most of these had received recent medication with thyroid 
extract which would in any case depress thyroid activity.} 

G. Ansell 
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336. Benzoic Acid as an Antagonist of Thyroxine. 

(Benzoesdure als Antagonist von Schilddriisenwirk- 
ffen) 

Keser. Arztliche Forschung [Arztl. Forsch.) 3, 

243-247, May 25, 1949. 17 refs. 


In rats, benzoic acid inhibits the effect of thyroxine on 
carbohydrate metabolism as well as that on protein 
metabolism. It antagonizes the action of thyroxine on 
catalase, lipase, tyrosinase and on the reduction of m- 
dinitrobenzene. Decrease in body weight cannot be 
induced by thyroxine during treatment with benzoic acid. 
With high dosage and prolonged administration, however, 
benzoic acid may cause loss of weight, acidosis, and an 
increase in nitrogen and creatine elimination, all of 
which are also produced by thyroxine administration. 
Benzil, benzyl alcohol, benzyl benzoate, azobenzene, and 
salts of p-aminobenzoic and p-aminosalicylic acids, given 
in small doses, have a weak antithyroxine effect, while 
high doses of benzil, azobenzene, benzyl benzoate and 
benzyl alcohol are synergistic with thyroxine in increasing 
metabolism. Glycocoll antagonizes the toxic properties of 
benzoic acid as well as those of thyroxine; simultaneous 
administration of glycocoll and benzoic acid greatly 
increases the antithyroid effects of the latter substance in 
guinea-pigs and a clinical trial of a combination of 
benzoic acid and glycocoll in the treatment of hyper- 
thyroidism is suggested. Vera N. Warren 


337. The Use of Bismuth Salts in the Treatment of 
Sporadic Goiters 

M. VILLAVERDE. Journal of Clinical Endocrinology [J. 
clin. Endocrinol. 9, 462-466, May, 1949. 1 ref. 


During the treatment of syphilitic patients with 
bismuth salts it was observed that certain of them had 
goitres and that these decreased in size. A series of 
patients with goitre were therefore given routine anti- 
syphilitic treatment. They received from one to three 
courses of 20 injections, at weekly or twice-weekly 
intervals, of either bismuth subsalicylate 0-13 g. or 
bismuth heptadiencarbonate 0-045 g. Diffuse goitre in 
5 of 10 patients was greatly improved, in 2 slightly 
improved, and 3 showed no change. Of nodular goitres 
in 6 patients 3 were much improved and 1 only slightly, 
and 3 showed no change. In general the best results 
‘ were obtained with patients who had had the longest 
treatment. Bismuth salts had no effect on thyrotoxicosis. 

A. C. Crooke 


338. The Thyroid Gland and Compensatory Hyper- 


trophy of the Kidney after Nephrectomy. (Schilddriise 
und kompensatorische Hypertrophie der Niere bei 
Nephrektomie) 

H. KLernsorG and A. Logser. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 79, 83-96, 1949. 1 fig., 36 refs. 


It has been previously suggested that the thyroid hor- 
mone plays a part in the hypertrophy of the remaining 
kidney of an animal from which one kidney has been 
removed. The experiments reported here were per- 
formed on male albino rats in the Pharmacological 


Institute of the University of Miinster, in an effort to find 
further experimental evidence for the above suggestion. 
The right kidney was removed from each of a series of 
rats, One group serving as controls. Another group 
received subcutaneous injections of sodium thyroxine 
(0-1 mg. per 100 g.), and a third group daily doses by 
mouth of 4-methyl-2-thiouracil, 0-1 g. per kg. The 
animals were killed at 20 or 40 days and the remaining 
kidney was removed for weighing. The kidney weights 
were expressed in terms of 100 g. body weight and the 
weight of each left kidney was given as a percentage of 
the weight of the right kidney. In animals receiving 
thyroxine, the onset of compensatory hypertrophy of the 
left kidney was accelerated and its magnitude increased. 
In animals made hypothyroid by methylthiouracil, the 
compensatory hypertrophy was reduced but not 
abolished. The diuretic effect of saline given by stomach 
tube was reduced in animals receiving methylthiouracil 
and was similar to that seen in thyroidectomized rats. 
The evidence that the effect on hypertrophy may be due 
to a direct action of thyroid hormone or indirectly to 
changed water balance and increased secretory activity 
of the kidney is discussed. It is suggested that the 
hypertrophy is a direct consequence of thyroid activity. 
Derek R. Wood 


339. The Influence of Hypothyroidism on the Excita- 
bility of Peripheral Nerves. [In English] 

G. P. M. Horsten and J. T. F. Boetes. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. 
int. Pharmacodyn.] 78, 93-99, 1949. 3 figs., 15 refs. 


In rats which were thyroidectomized or fed with 
methylthiouracil the optimal frequency of alternating 
current for stimulation of the sciatic nerve fell from 300 
in controls to 75, and chronaxie increased from 30 to 46. 
In rats fed with a thyroid preparation, the optimal 
frequency rose to 500 to 550 and chronaxie fell to 22. 

V. J. Woolley 


340. The Effects of Induced Hyper- and Hypo-thyroidism 
on the Response to a Constant Dose of Pregnant Mare’s 
Serum in Immature Male Rats and Mice 

J. Metres and B. CHANDRASHAKER. Endocrinology 
[Endocrinology] 44, 368-377, April, 1949. 1 fig., 26 refs. 


The literature dealing with the effect of thyroidectomy 
or thyroid feeding on the*responsiveness to gonado- 
trophins is tabulated. Most investigators report an 
increased sensitivity after thyroidectomy and a decrease 
after thyroid treatment in the rat; other species have not 
been studied. 

Graded degrees of hyperthyroidism and hypothyroidism 
were produced in immature male rats and mice by feeding 
them on diets containing graded amounts of iodinated 
casein for 10 days and by including thiouracil in the diet 
for from 4 to 20 days before injecting a dose of serum 
gonadotrophin which doubled the weight of the seminal 
vesicles in control animals. In the rats the seminal- 
vesicle response was increased twofold to threefold, 
according to the duration of thiouracil treatment, and 
was reduced by feeding thyroprotein. In the mice the 
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opposite effects were produced: increased responsiveness 
after thyroprotein and reduced response after thiouracil. 
It is suggested that immature animals of the two species 
do not secrete optimal amounts of thyroxine for effective 
responsiveness to gonadotrophin: the immature rat 
secretes more than enough and the immature mouse less. 
Reports of similar paradoxical effects of thyroidectomy 
and thyroid treatment on growth and mammary develop- 
ment in the two species agree with this interpretation. 
[Although this work bears on species differences, 
similar differences between individuals may be operative 
clinically and sometimes explain differing responsiveness 
to gonadotrophin therapy and the often-observed 
benefits of thyroid treatment in gynaecological disorders. ] 
Peter C. Williams 


341. The Natural Occurrence of Antithyroid Compounds 
as a Cause of Simple Goiter 

E. B. Astwoop. Annals of Internal Medicine [Ann. 
intern. Med.] 30, 1087-1103, June, 1949. 4 figs., biblio- 
graphy. 


SUPRARENAL GLANDS 


342. The Effect of Desoxycorticosterone Acetate (DCA) 
and Sodium Chloride on Blood Pressure in Postural 
Hypotension and Arterial Orthostatic Anemia. [In 
English] 

R. Lurt and B. SJ6GREN. Acta Endocrinologica [Acta 
endocrinol., Kbh.| 2, 287-305, 1949. 11 figs., 29 refs. 


An examination was made of the blood pressure 
changes, blood volume (with T 1824), and inulin and 
“ diodrast’’ clearance rates in three healthy subjects, 
2 patients with postural hypotension, and 2 with ortho- 
static anaemia before and after treatment with desoxy- 
corticosterone acetate and sodium chloride. After 
treatment of the patients with postural hypotension the 
postural type of reaction persisted when they stood up, 
but the systolic and diastolic blood pressures did not 
reach such low levels. In cases of orthostatic anaemia, 
however, the changes in blood pressure and pulse rate 
disappeared with treatment. The increase in blood 
volume with treatment was of the same order as that 
found in normal subjects but there was no close correla- 
tion between the changes in blood volume and blood 
pressure. A. C. Crooke 


343. The Excretion of 17-Ketosteroids. I. Normal 
Values in Relation to Age and Sex 

S. KENIGSBERG, S. PEARSON, and T. H. McGAVAcK. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.} 9, 


426-429, May, 1949. 1 fig., 1 ref. 


The 24-hour urinary excretion of 17-ketosteroids for 
each of 120 normal subjects, 93 male and 27 female, was 
determined by a rapid method to establish mean values 
in relation to age and sex. The average daily excretions 
of 17-ketosteroids for children under 5 and between 5 
and 12 years of age were 1-4 and 3-8 mg. respectively. 
For 4 groups of males arranged according to age (13 to 
16; 17 to 34; 35 to 49; and 50 to 75 years), the corre- 
sponding values were 9-4, 18-0, 15-0, and 9-0 mg., 


DISORDERS 


respectively. The average excretion for females Was 
9-3 mg. By plotting the individual averages of children 
and adult males against age, a graph has been constructed 
which gives the mean and range of the mean 24-hour 
urinary excretion of 
summary.] 


344. Addison’s Disease and Diabetes Mellitus in Three 
Patients - 

S. L. Simpson. Journal of Clinical Endocrinology {j, 
clin. Endocrinol.) 9, 403-425, May, 1949. 3 figs., 37 refs, 


The author describes the clinical and necropsy findings 
in 2 patients in whom diabetes mellitus and Addison's 
disease coexisted. A further 16 similar cases had been 
described previously. Of those patients who came to 
necropsy 10 had atrophy of the adrenal glands, 3 had 
tuberculosis, and 2 had haemochromatosis. The islet 
tissue was atrophied. A. C. Crooke 


345. Hypercitricemia in Addison’s Disease. [In 
lish] 

J. MARTENSSON. Acta Medica Scandinavica [Acta med, 
scand.} 134, 61-71, 1949. 17 refs. 


In the normal subject the amount of citric acid as 
estimated by an enzymatic method does not exceed 27 to 
30 wg. per ml. of blood. In 11 patients with Addison's 
disease of the adrenals it averaged 35-5 yg. per ml. and 
varied between 24 and 52 pg. per ml. Complications 
such as respiratory infections or pleurisy and chronic 
nephritis produce a fall in the citric acid values. In8 
patients suspected to be suffering from Addison’s disease 
the readings varied between 15 and 24 yg. per mi. of 
blood. Estimation of the citric acid content of the serum 
is of value in the diagnosis of Addison’s disease. 

: E. Neumark 


See also Sections Cardiovascular Disorders, Abstract 
280; Genito-Urinary Disorders, Abstract 379. 


GENITAL GLANDS 


346. Effects Produced on the Pilosebaceous System and 
the Adrenals of the Rabbit by Inunction of Sex Hormones 
F. Reiss and S. Getuis. Journal of Investigative Derma- 
tology [J. invest. Derm.] 12, 159-172, March, 1949. 
9 figs., 20 refs. — 


The experiments reported were conducted on normal 
and castrated rabbits 3 to 8 months old. At the start 
the abdomen of each rabbit was shaved, and 2 g. of 
ointment was then rubbed into the left half of the shaved 
area six times a week. Controls were similarly treated 
with 2 g. of ointment base. At intervals of 3 weeks the 
abdomens were shampooed and the border surrounding 
an area of 24 sq. in. (154-8 sq. cm.) was clipped and the 
hair discarded. After this the hair from the test area 
was clipped and dried to constant weight. The ointments 
used were “ progynon ”’, containing 0-15 mg. «-oestradiol 
per g., and “ oreton’’, containing 2 mg. methyl testo- 
sterone per g. There was an increased weight of haif 
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from the test area in rabbits treated with progynon and a 

decreased weight in those treated with oreton. Skin 

biopsies were performed on some animals, and all animals 

were finally killed. Changes were seen in the adrenal 

cortex, most pronounced in the animals treated with 
gynon and less so with oreton. 

Percutaneous application of oestrogens causes reduc- 
tion in size of sebaceous glands and stimulation of hair 
papillae with increased rate of hair growth. Testosterone 
causes hyperplasia of sebaceous glands and reduced 
activity of pilar papillae. These features are reversible. 

[The article is illustrated with photomicrographs and a 
full bibliography is appended.] James Marshall 


347. Gynecomastia in Paraplegic Males. Report of 
Seven Cases 
I. S. Cooper and T. -I. Hoen. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.|] 9, 457-461, May, 
1949. 1 fig., 17 refs. 


Seven patients are described who developed gynaeco- 
mastia between 10 and 20 months after they became para- 
plegic as a result of wounds or accidents. The output 
of follicle-stimulating hormone was studied in 3, and 
was found to be normal in 1 and raised in the other 2. 

A. C. Crooke 


348. Gynecomastia as a Diagnostic Sign 

L.H. Kyte. Medical Annals of the District of Columbia 
[Med. Ann. Distr. Columbia] 18, 229-235, May, 1949. 
1 fig., 20 refs. 


349. Studies on the Storage Mechanism of the Oestro- 
gen-precursor. [In English] 

B. ALDMAN, L. CLAgssoN, N. A. HILLarRpP, and E. 
BLAD. Acta Endocrinologica [Acta endocrinol., Kbh.] 2, 
24-32, 1949. 20 refs. 


Claesson and Hillarp (Acta physiol. scand., 1947, 13, 
115; 14, 102) have previously described histochemical 
methods for demonstrating oestrogen-precursor in the 
interstitial tissue of the ovary. They state that chemical 
analysis has shown it to consist of cholesterol, stored in 
the form of esters of fatty acids. The amount of pre- 
cursor present at a given time gives no indication of the 
tate of oestrogen formation, since the processes of storage 
and conversion into hormone are to some extent mutually 
antagonistic. 

Experiments were performed on adult female albino 
tats after hypophysectomy in order to determine the 
mechanism of control of precursor storage. A gonado- 
trophin from pregnant mare’s serum (“* antex was-used, 
both unpurified and after elimination of luteinizing 
hormone by injection into a rabbit and subsequent 
Te-extraction from the rabbit’s serum 4 days later. An 
electrophoretically. homogeneous, ~crystalline, chorionic 
gonadotrophin (‘* gonadex”’) was used as a source of 
luteinizing hormone. The acute mobilization of the 
Precursor induced by injection of a high dose of antex 
was not followed by further storage. Storage therefore 
does not appear to be an autonomous cellular process, 
but it is suggested that it may be controlled by pituitary 
gonadotrophins. This was confirmed by the demonstra- 


_ injections. 


tion that small doses of antex or gonadex, given after 
the initial mobilization of precursor had been proved 
by removal and examination of one ovary, induced 
marked storage in the remaining ovary. This effect 
could not be demonstrated after administration of 
antex from which luteinizing hormone had been elimin- 
ated, while when the initial mobilization was carried out 
by injection of gonadex, further small doses of gonadex 
failed to cause storage. It appears, therefore, that 


‘neither follicle-stimulating nor luteinizing alone can cause 


the accumulation of oestrogen-precursor, but that this 
depends on the synergistic action of both. 
G. C. Kennedy 


350. Testosterone Treatment and 17-Ketosteroid Excre- 
tion. Investigations on the Influence of the Mode of 
Administration upon the Absorption and Excretion of 
Testosterone Propionate. [In English] 

C. HAMBURGER and S. Kaae. Acta Endocrinologica 
[Acta endocrinol., Kbh.] 2, 257-286, 1949. 12 figs., 
41 refs. 


The effectiveness of various methods of testosterone 
treatment was assessed in the human subject by measur- 
ing the daily excretion of 17-ketosteroids in urine. 
Testosterone and testosterone propionate are mainly _ 
excreted as 17-ketosteroids, the percentage varying with 
the individual and with his state of health and being 
lower in debilitated patients. On the average somewhat 
less than half of the injected testosterone propionate is | 
recovered from the urine as 17-ketosteroids, the limits 
being 5 and 72% when the substance is injected in oil 
intramuscularly. The rate of excretion is rapid, an 
appreciable amount being recognizable in the urine with- 
in 2 hours of injection of 100 mg. The amount decreases 
again more or less abruptly during the next 2 to 5 days. 
It is possible therefore to obtain a fairly uniform rate of 
excretion with daily injections. When testosterone 
propionate was injected in crystalline suspension an 
increase in 17-ketosteroid excretion was generally demon- 
strable in the first 24 hours, the highest values occurring 
on the third to fifth days. The raised excretion level is 
maintained for about 2 weeks, and it is possible to obtain 
as uniform an excretion rate with weekly injections of the 
crystals as with daily or twice daily injections of the oily 
solution. Subcutaneously implanted tablets of testo- 
sterone propionate cause an increase in excretion for 
4 to 7 weeks but the utilization is only about 50% as much 
as with injections, judging by the amount of 17-keto- 
steroids excreted. Percutaneous absorption after in- 
unction is very small, being only about 8% of that of the 
injections. Oral administration is much more efficient, 
about 20% being absorbed in comparison with the 

Finally, it was observed that only about 2 to 3% of 
cis-testosterone was eliminated as 17-ketosteroids. In 
this respect this preparation resembled methyl testo- 
sterone. A. C. Crooke 


351. Estrogen Production by the Testis 

M. BERTHRONG, W. E. Goopwin, and W. W. Scott. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.) 9, 
579-592, July, 1949. 9 figs., 34 refs. 
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352. Skin Affections, Hyperthyroidism and Vitamin A 
Deficiency. (Dermopatias, hipotiroidismo y avitaminosis 
A) 

X. VILANOVA and J. M. CANADELL. Actas Dermo- 
Sifiliograficas [Actas dermo-sif.| 40, 689-695, April, 1949. 
1 fig., 18 refs. 


Detailed descriptions are given of a case of congenital 
hypothyroidism in a youth of 19 and a case of mongolism 
with severe thyroid deficiency in a child of 12, with 
phrynoderma in both cases. The patients had been long 
untreated and had been living on diets deficient in vitamin 
A but with adequate carotene content. The first patient’s 
skin lesions disappeared on treatment with thyroid, those 
of the other on treatment with vitamin A. The authors 
believe that some of the skin lesions in myxoedema are 
caused by vitamin-A deficiency resulting either directly 
from a lack of vitamin A in the diet, or indirectly from an 
inability, due to lack of the thyroid hormone, to transform 
carotene. James Marshall 


353. The Therapeutic Action of Pyranisamine Maleate 
and 2-phenyl-benzylaminomethyl-imidazoline. [In Eng- 
lish] 

F. R. Betttey and M. P. Spence. Acta Dermato- 
venereologica [Acta derm.-venereol., Stockh.] 29, 266-274, 
1949. 1 fig., 4 refs. 


The authors report the results of treatment of 42 cases 
of various itching skin diseases with the antihistamine 
drugs, 2-phenylbenzylaminomethyl imidazoline anti- 
stin ’’) and pyranisamine maleate (‘‘ anthisan *’) in doses 
of 100 to 200 mg. by mouth 3 to 4 times daily. The 
higher doses occasionally produced such toxic effects as 
dizziness (the most common symptom), vomiting, nausea, 
trembling, or drowsiness. The conditions treated in- 
cluded seborrhoeic dermatitis, eczema, pruritus vulvae 
et ani, varicose eczema, neurodermatitis, lichen planus, 
and erythema multiforme. In 26 cases (62%), relief of 
itching is claimed within a day or so of starting treatment, 
the effects of the two drugs being about the same and the 
symptoms returning promptly on withdrawing them, with 
or without the patient’s knowledge. Objective improve- 
ment in the eruption, when it occurred, was not seen until 
some days after the itching had been relieved. In view 
of this, and of the fact that the drugs were equally effec- 
tive in allergic and non-allergic disorders, it is suggested 
that they relieve pruritus not by their antihistamine effect — 
alone, but also through a direct action on the peripheral 
receptors or by a central sedative action. 

G. A. Hodgson 


354. Clinical Use of Antireticular Cytotoxic Serum in 
Dermatology. Preliminary Report 
M. H. Samitz and C. Stritzier. Archives of Dermato- 
logy and Syphilology {Arch. Derm. Syph., Chicago] 59, 
493-497, May, 1949. 1 fig., 1 ref. 
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355. Vaccinial Infection in Children with Atopic 
Dermatitis 

J. H. Fries and S. Borne. Journal of Allergy {J. Allergy) 
20, 222-228, May, 1949. 3 figs., 29 refs. 


During a period of mass vaccination in New York 
City in spring, 1947, 21 children suffering from allergic 
dermatitis developed Kaposi's varicelliform eruption, 
This illness, which has an incubation time of 10 days, 
starts with high fever and a crop of many umbilicated 
pustules confined to the eczematized area. In 16 of the 
children immunological studies were made. All the sera 
showed evidence of presence of vaccinial antibodies, 
and attempts to, vaccinate 15 of the children who had not 
been vaccinated before resulted in an immune response, 
It is pointed out that the vaccinia virus must have an 
especially strong affinity for the eczematous skin. The 
varicelliform eruption of Kaposi, when caused by 
vaccinia virus, is regarded as a clinical entity different 
from generalized vaccinia. H. Herxheimer 


356. Treatment of Contact Dermatitis by Cryotherapy, 
(Tratamiento de las dermatosis de contacto por el fri) 
M. SANCHEZ-BARRIGA CARAPETO. Actas Dermo-sifilio- 
graficas [Actas dermo-sif.| 40, 704-707, April, 1949. 


The author reports good results in the treatment ofa 
few cases of vesicular contact dermatitis by cryotherapy 
with carbon dioxide snow or ethyl chloride spray. 
Theories of the mode of action are discussed. 

James Marshall 


357. Ethyl Mercury Phosphate in the Treatment of Skin 
Mycoses. B Tepanuu epMato- 
MHKO30B) 


-G. E. BEKKerov. Becruux Bexeponorun u 


noruu [Vestn. Vener. Derm.] No. 3, 26-29, May- 
June, 1949. 


Ethyl mercury phosphate [ (C,H,;Hg)3PO,] is a white 
crystalline powder with melting point 178° C., readily 
soluble in water and alcohol, and forming stable solutions 
which do not decompose after exposure to the air. It has 
hitherto been used in plant and timber industries as 4 
powerful fungistatic and fungicidal compound. In 
vitro experiments with infected human hair showed that, 
after 5 minutes’ treatment with aqueous solution of this 
compound (1 in 1,000 and | in 5,000 concentrations), no 
growth is obtained on fluid or solid Sabouraud media. 
Further experiments on guinea-pigs and human subjects 
showed that prolonged local application of an ointment 
containing 0-2 to 0:3% of the compound was well 
tolerated and produced no dermatitis. The ointment 1s 
made up of 350 g. of neutral base plus 150 g. of an aqueous 
solution. of 1 g. ethyl mercury phosphate. Further 
clinical tests were carried out on children, of whom 
19 suffered from infection with Trichophyton violaceum, 
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4 with 7. crateriforme, 2 with Microsporum lanosum, 
25 with M. ferrugineum, and 4 with Achorion schoenleini. 
The ointment was applied twice daily for 3 to 4 weeks; 
after the first negative examination (absence of fungi), 
treatment continued for another period of 3 to 4 weeks. 
Fight (out of 25) cases of trichophytosis, 7 (out of 29) 
cases of microsporiasis, and 2 (out of 4) cases of favus 
were completely cured. Nine (out of 36) cases, pre- 
viously treated with x rays without success, were cured ; 
8 (out of the remaining 22) patients, who had had no 
previous treatment, were also cured. No relapses 
occurred among cured individuals during a period of 
observation of 0-5 to 2 years. Repeated examination of 
blood and urine of the patients revealed no pathological 
changes, even after a 3 months’ course of treatment. 

H. P. Fox 


358. The Immediate Wheal and the 24-48 Hour 
Tuberculin Type Edematous Reactions to Trichophytin 

0. F. JiLtson and M. Huppert. Journal of-Investigative 
Dermatology [J. invest. Derm.] 12, 179-185, March, 1949. 
27 refs. 


In a series of patients with a variety of trichophyton 
infections, urticarial reactions to trichophytin were 
observed in those with Trichophyton rubrum infections, 
in those with a history of atopy, and in those with re- 
current lymphangitis. The tuberculin type of reaction 
was abolished in all of 12 patients given repeated intra- 
dermal injections of trichophytin. The urticarial type of 
sensitivity was not abolished by such injections in 
2 patients who gave evidence of it before treatment, and 
developed in 3 additional patients at about the time their 
tuberculin type of sensitivity disappeared. An intense 
oedematous type of delayed reaction was observed in 
the course of immunization in some cases. The findings 
confirm the opinion that time and a constant supply of 
antigen are likely to be important factors in the produc- 
tion of the wheal reactions to trichophytin. 

James Marshall 


359. Biochemical Changes in Sweat in Dermatomycoses. 
H3MeCHEHHA NOTA. MepMaTOMHKO- 
3ax) 

M. S. BRAGIN. BectHuk Bexeponornuu u 


norun [Vestn. Vener. Derm.] No. 3, 13-16, May—June, 
1949, 


In normal individuals the composition of sweat varies 
a great deal with the site of its secretion; similarly, the 
number of glands and the amount of their secretion 
fluctuate widely in different parts of the body. Sweat 
secreted by glands on the plantar surface of the feet has 
more sugar and salt (NaCl) and a lower pH than 
that secreted by the glands in the trunk; the number of 
glands and the output of sweat from the feet are five to 
ten times greater than in other areas. Sweat glands of 
the face secrete sweat containing an increased amount 
(480 mg. per 100 ml.) of NaCl and a smaller amount 
(24 mg. per 100 ml.) of sugar, with a pH of 6-3 to 7. 
The glands of the scalp produce sweat containing 460 
and 42 mg. per 100 ml. of NaCl and sugar respectively. 
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To compare these data with corresponding values in 
individuals suffering from various forms of dermato- 
mycoses, 26 patients with epidermophytosis, 9 adults 
with chronic trichophytosis, and 11 with pityriasis versi- 
color (43 men and 3 women) were examined. Among 
persons with epidermophytosis the following values were 
obtained (in the sweat secreted by the glands of the 
trunk and feet, respectively): pH 6-6 and 6-5, NaCl 410 
and 500 mg. per 100 ml., and sugar 48 and 72 mg. per 
100 ml. The corresponding figures in cases of chronic 
trichophytosis were: pH 6-5 and 6-8, NaCl 440 and 490 
mg. per 100 ml., and sugar 67 and 64 mg. per 100 ml.; 
similar figures in cases of pityriasis versicolor were: 
PH 6-7 and 6-7, NaCl 430 and 480, and sugar 49 and 56. 
It will be seen that the sweat of individuals suffering from 


dermatomycoses contains increased amounts of sugar, - 


thus bringing about favourable conditions for the 
development and persistence of skin fungi. Additional 
investigations showed that in all cases of dermatomycosis 
blood sugar values were higher than those found in 
sweat, and that high sugar values for sweat are always 
associated with high values for blood sugar. It is held 
that the composition of sweat is of some importance for 
the pathogenesis of dermatomycoses, constituting a 
factor that must be considered in the therapy of these 
diseases. H. P. Fox 


360. Palmar and Plantar Mycokeratosis with Onycho- 
mycosis Due to Mycotorula albicans. (Micocheratosi 
palmare e plantare con onicomicosi da Mycotorula 
albicans) 

I. VIVARELLI. Giornale Italiano di Dermatologia e 
Sifilologia [G. ital. Derm. Sif.] 90, 1-14, Jan.—Feb., 1949. 
2 figs., 43 refs. : 


The case is described of a woman, aged 42, who had for 
6 months hyperkeratotic lesions on the palms of the 
hands, the soles of the feet, and the nails. A fungus, 
Mycotorula albicans, was cultured from the skin. Agglu- 
tination and complement-fixation reactions with the 
fungus antigen were positive. Skin reactions were 
slightly positive. The cutaneous lesions healed on 
treatment with iodine, but the lesions of the nails were 
resistant to iodine. Kate Maunsell 


361. Therapeutic Assays of the New York Skin and 
Cancer Unit, Post Graduate Medical School, New York 
University—Bellevue Medical Centre. Assay II—Calci- 
ferol (D.) 

F. PAscHER, M. G. SILVERBERG, I. E. MArks, and J. 
MarRKEL. Journal of Investigative Dermatology {[J. 
invest. Derm.] 12, 193-202, March, 1949. 


The authors record the results of an investigation into 
the effectiveness of calciferol as a therapeutic agent for 
various tuberculous conditions of the skin, sarcoidosis, 
granuloma annulare, psoriasis, and lichen planus (77 
cases in all). Good results were obtained in lupus 
vulgaris and tuberculosis colliquativa, vitamin Dy, in oil 
and in alcohol being equally effective. Equivocal results 
were obtained in a small number of patients with tuber- 
culides and in cases of psoriasis and lichen planus. 
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Results in sarcoidosis were uniformly poor; and calciferol 
seemed to be harmful in granuloma annulare, dissemina- 
tion of lesions occurring in 2 cases out of 5 treated. 
Subjective symptoms of toxicity appeared in 14% of 
cases, renal irritation in 11%, and hypercalcaemia in 60%. 
In most cases symptoms of intolerance were unrelated 
to hypercalcaemia. James Marshall 


362. Calciferol in the Treatment of Cutaneous Tuber- 
culosis 

H.E. MICHELSON. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 58, ee Dec., 
1948. 12 refs. 


363. Persistent Multiple Herpes-like Eruption. Res- 
ponse to Repeated Intradermal Injections of Smallpox 
Vaccine 

_L. E. Savitr and S. Ayres. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 59, 653- 
658, June, 1949. 3 figs., 1 ref. 


This report concerns only one patient, a boy in whom 
-grouped vesico-pustules appeared on the scalp and neck, 
the upper chest, back, lips, and buccal mucosa. [There 
is considerable doubt concerning the diagnosis, for the 
lesions are said in one part of the paper to have resembled 
in many ways those of impetigo herpetiformis, but in the 
summary the authors state that “the term herpes 
multiplex would most aptly fit the condition”’.] The 
presence of a virus was not demonstrated. The malady 
was refractory to many forms of treatment, including six 
bi-weekly vaccinations against smallpox by the scratch 
method, although bacteriological examinations showed 
the presence in the lesions of staphylococci and strepto- 
cocci, and in the mouth of spirilla and fusiform bacteria. 
After about 24 years intradermal injections of ‘“ the 
contents of one capillary tube of a commercial smallpox 
vaccine ’’ were given and at first were repeated at inter- 
vals of 2 or 4 days. The vaccine differed from U.S.P. 
specifications only in that brilliant green was added to 
lower the bacterial content. At first there were some 
reactions, but after some 3 weeks these decreased in 
severity and the contents of two capillary tubes were used 
for each injection. Improvement was noted in 4 weeks, 
and after the fourteenth injection the skin was entirely 
clear. With continued injections given at varying 
intervals the patient has been free of lesions for 8 months. 
He has received a total of 42 injections. 

R. M. B. MacKenna 


364. Anti-pruriginous Action of Riboflavin in Eczema 
and in Other Pruriginous Dermatoses. (Azione anti- 


pruriginosa della riboflavina (vitamina B,) negli eczemi 


e altre dermatosi pruriginose) 

P. Parist and L. L. Barsiert. Archivio Italiano di 
Dermatologia, Sifilografia e Venereologia [Arch. ital. 
Derm.) 22, 185-192, 1949. 8 refs. 


Twenty patients suffering from various skin disorders 
associated with pruritus were treated with riboflavin by 
daily intramuscular injection of 10 mg. In 18 cases 
there was marked relief from pruritus during the course 


of the treatment, but the condition relapsed soon 
cessation of the injections. The authors believe that the 
effect is due to block of the action of histamine by 
riboflavin. Kate Maunsell 


365. Malignant Lupus Erythematosus 

J.M. Beare. British Journal of Dermatology and Syphilis 
[Brit. J. Derm. Syph.] 61, 233-247, July, 1949. 8 figs, 
34 refs. 


The author suggests the replacement of the name 
“acute disseminated lupus erythematosus ”’ by “ 
nant lupus erythematosus ”’ and in this excellent paper he 
demonstrates the similarity between malignant lupys 
erythematosus, polyarteritis nodosa, and acute rheumatic 
fever. 

The clinical and post-mortem findings in 6 cases of 
malignant lupus erythematosus are described and dis 
cussed and the relevant literature is widely reviewed, 
It is probable that the three conditions named above are 
all end-results of an anaphylactic hypersensitivity te. 
action, and that in lupus erythematosus the important 
distinguishing factor is the abnormal reaction of the 
patient’s tissues and not the specific nature of the 
antigen. Indeed, it is likely that many different types 
of antigen may be concerned in different individuals. 

[Those interested in this group of conditions are 
advised to consult the original paper.] 

H. R. Vickers 


366. Mapharside Treatment of 56 Cases of Lupus 
Erythematosus Discoides 

T. COCHRANE. Glasgow Medical Journal [Glasg. med. 
J.] 30, 222-227, June, 1949. 26 refs. 


At the Royal Infirmary, Glasgow, 56 cases of discoid 
lupus erythematosus were treated with 0-04 or 0-06 g. 
of mapharside (oxophenarsine hydrochloride U.S.P.) 
given weekly in two courses of ten injections with 4 
weeks’ rest between. The higher doses were as well 
tolerated as the lower. As a result of a follow-up 
extending over 24 years 37 patients were considered to be 
cured. Complications were albuminuria in 1 case and 
arsenical dermatitis in 2 cases. Patients were unselected, 
and many had had treatment with heavy metals before. 
Evidence is adduced that in treatment mapharside is 
superior to gold but slightly inferior to bismuth, and that 
it can be successful where the other two metals have failed. 

G. A. Hodgson 


367. Liver Function in Darier’s Disease and Pityriasis 
Rubra Pilaris 

A. Porter and S. R. BRUNAUER. British Journal of 
Dermatology and Syphilis [Brit. J. Derm. Syph.] 4, 
277-281, Aug.—Sept., 1949. 23 refs. 


In an attempt to evaluate the aetiological significance 
of vitamin A, liver function tests were carried out on 6 
cases of Darier’s disease and 4 of pityriasis rubra pilaris. 
Although minor abnormalities occurred, no sure evidence 
of hepatic failure was obtained in any case of -_ 
disease.—[Authors’ summary.] 
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368. Treatment of Psoriasis with Large Doses of 
Vitamin D,. (Uécinek vysokych davek vitaminu D, 
na psoriasu) 

L. J. Hotfix. Ceskoslovenskéd Dermatologie [Csl. 
Derm.] 24, 145-149, April, 1949. 6 figs., 9 refs. 


{In 50 cases of psoriasis results were similar to those 
obtained with any new treatment of this condition.— 


Epiror.] 


369. Observations on Podophyllum Resin. (Algunas 
observaciones sobre la accién terapéutica del podofilino) 
F.CONTRERAS. Actas Dermo-sifiliograficas [Actas dermo- 
-sif.] 40, 700-703, April, 1949. 6 refs. 


The author reports excellent results in the treatment of 
condylomata acuminata with 25% podophyllum resin in 
alcohol. The same treatment, in conjunction with 
superficial electrocoagulation, is recommended for 
warts in other situations, for example, plantar and 
subungual, and it is possible that podophytlum resin may 
be found useful as a caustic for other exuberant granula- 
tions because of its antiseptic and irritant qualities and 
because it is unlikely to produce sensitization. 

James Marshall 


310. Effect of Nitrogen Mustard in Mycosis Fungoides — 


M. BLock and J. C. Murpuy. Archives of Pathology 
[Arch. Path.] 46, 519-528, Dec., 1948. 3 figs., 15 refs. 


The detailed histological appearances of the lesions in 
a case of mycosis fungoides before, during, and after 
treatment with a nitrogen mustard (methyl-bis-(8- 
chloroethyl)-amine hydrochloride) are described. The 


patient, a 26-year-old woman, was given four intravenous 
doses of 0-1 mg. per kg. body weight at intervals of 24 
hours. She had previously been given a course of 
p-aminobenzoic acid orally, 723 g. in all, without 


apparent effect. After an initial biopsy of a tumour and 
of sternal marrow, further tumour specimens were taken 
at selected intervals after administration of the drug. At 
necropsy, sections of tumour, sternal marrow, and 
various viscera were taken. All tissues were fixed in 
formaldehyde—Zenker solution for 8 hours, embedded in 
nitrocellulose, cut serially at 6u, and stained with 
haematoxylin—-eosin—azure II. 

Before treatment the typical pleomorphic histology of 
mycosis fungoides was seen. During treatment there 
was a decrease in cellularity of the lesion, but, although the 
tumours appeared to the naked eye to vanish, the histo- 
logical picture could still be recognized as that of mycosis 
fungoides. The cells mainly affected were the lympho- 
cytes and granulocytes, which degenerated and dis- 
appeared, although in the early stages there was a 
transient increase in the eosinophil granulocytes. Plasma 
cells were also reduced in number, while the mycosis 
cells lost their bizarre appearance and the number of 
mitoses was greatly reduced. In addition to these 
changes, the epidermis became acanthotic and the 
stratum granulosum vanished, while marked oedema of 
the corium was prominent in the early stages. Examina- 
tion of the cellular marrow before treatment showed 
myeloid hyperplasia. At necropsy it was vascular and 

M—G 


gelatinous and showed marked haematopoietic aplasia 
(from which the patient had died 15 days after treatment 
had been started), with a relative increase in the plasma 
and reticulum cells, while in all viscera there were 
numerous haemorrhages resulting from the aplastic 
anaemia. In general, the effects of nitrogen mustard on 
the histology were essentially the same as those of 
irradiation. The authors suggest that the extreme 
marrow aplasia, not usually seen with normal dosage, 
may in this case have been related in some way to the 
previous administration of p-aminobenzoic acid. 
R. B. T. Baldwin 


371. Contribution to the Study of Scleroderma. (Apor- 
taciones al estudio de la esclerodermia) 

E. DE GreGorRIO and T. CIsNeERos. Actas Dermo- 
sifiliograficas [Actas dermo-sif.| 40, 768-782, May, 1949. 
10 figs., 42 refs. 


372. Roentgen Therapy for Hyperhidrosis. Observation 
of One Hundred and Twenty-Two Patients 

J. Borak, J. J. ELLerR, and W. D. ExLter. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 59, 644-652, Junie, 1949. 3 figs., 12 refs. 


The purpose of this paper is to show that the use of 
x rays for the treatment of localized hyperhidrosis is 
not unsatisfactory or dangerous provided a suitable 
technique is used. The authors suggest that a filter of 
2 mm., or preferably 4 mm., of aluminium should be 
employed, and a dose of 300 r in air given, followed by 
150 r twice at intervals of 10 days. In order to avoid 
producing excessive dryness of the skin, treatment should 
be discontinued after a 75% improvement, but if neces- 
sary the whole treatment may be repeated once after an 
interval of 4 weeks. The maximum dose is therefore 
1,200 r in air (about 1,600 r on the skin) given in six 
sessions within a period of about 8 weeks. Therapy 
may be given at 100 kV, but the time of irradiation is 
shortened if it is given at 140 kV, although a filter of 
4 mm. aluminium must then be used. The focus-skin 
distance suggested is 35 cm. for the axillae, 35 to 40 cm. 
for the palms, and 40 to 45 cm. for the soles, the exact 
distances depending on the size of the field. 

The results are said to be “highly satisfactory ”’, 
although blonde patients predominated in the series. 
The patients have been observed for periods varying 
from 2 to 18 years after treatment. Injuries due to. 
x rays have not been noted, this fact being attributed to 
the filtration employed. 

The paper contains sections on the history and sympto- 
matology of hyperhidrosis and the anatomy and radio- 
biology of the sweat glands. The authors note that the 
sweat glands are much less radiosensitive than the 
sebaceous glands, that a permanent cessation of the 
secretion of sweat cannot be obtained without anatomical 
alterations in the secreting cells, and that alopecia of the 
axillae is to be expected after the treatment. Patients 
with idiopathic hyperhidrosis do not sweat excessively 
when at rest at night, this being a criterion in differential 
diagnosis between idiopathic and symptomatic hyper- ~ 
hidrosis. R. M. B. MacKenna 
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373. Prophylactic Treatment of Contacts with Syphilis. 
(Zur Frage der prophylaktischen Behandlung Syphilis- 
gefahrdeter) 

H. Dermatologische Wochenschrift (Derm. 
Wschr.] 119, 707-713, 1948. §& refs. , 


The author holds the view that without definite 
diagnosis prophylactic measures against syphilis should 
not be undertaken, because in so many cases infection 
does not occur after contact with a highly infectious 
individual. This is illustrated by several case histories. 
Exceptions can be made in the case of marital or engaged 
partners. An even more definite exception must be 
-made after blood transfusion from a syphilitic donor; 
here it is essential to treat the recipient without waiting 
for any clinical manifestations of syphilis. According 
to the author this emergency occurs about once in every 
4,000 transfusions in Germany. G. W. Csonka 


374. Experimental Studies of the Mode of Action 
of Phenylarsenoxide. (Experimentelle Untersuchungen 
liber die Wirkungsweise der Phenylarsenoxyde) 

H. Krod. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie (Schweiz. Z. Path. Bakt.] 12, 54-59, 1949. 
10 refs. 


It is the general opinion that phenylarsenoxide is 
capable of killing spirochaetes without the action of the 
infected organism. In the author’s experiments plasma 
from chickens infected with Spirochaeta gallinarum and 
containing numerous spirochaetes was treated in vitro 
with p-hydroxy-m-aminophenylarsenoxide in various 
dilutions and subsequently injected into fully grown and 
newly hatched chickens. Comparison of the experi- 
mental results showed that the phenylarsenoxide alone 
does not necessarily destroy spirochaetes, since the newly 
hatched chickens became infected while the mature 
chickens remained healthy. 

The author concludes that certain other factors are 
essential for a spirochaeticidal action; these factors are 
present in the mature chicken but not in the newly 
hatched one. R. Schade 


375. Congenital Syphilitic Osteopathy; Penicillin and 
Combined Therapy. (Osteopatie da lue congenita e loro 
terapia penicillinica e mista) 

P. Brusa. Minerva Pediatrica [Minerva pediat.| 1, 
213-220, June, 1949. 8 figs., bibliography. 


The author gives a brief résumé of work, done chiefly 
by English and American authors, on the use of penicillin 
in congenital syphilis with special reference to bony 
lesions. He describes three types of bony lesion which 
may occur: (1) osteochondritis; (2) periostitis; (3) 
a fibrosing osteitis, which is less common. English and 
American workers describe good effects of penicillin 
alone on these bony lesions, but French authors obtained 
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more favourable results when penicillin administration 
was combined with arsenotherapy. 

The author describes 6 cases of congenital syphilis 
with typical signs, such as rhinitis, macular skin lesions, 
anaemia, hepatomegaly, and splenomegaly. All had, 
in addition, clinical and radiological evidence of syphilitic 
osteopathy, and in all the Wasserman reaction was 
strongly positive. The ages of the children treated varied 
between 1 and 34 months. Radiographs are reproduced. 
Of the series, 3 cases were treated with penicillin alone, 
the average dose being 3,000,000 units. Although there 
was considerable improvement in the general condition 
with amelioration of the visceral signs and symptoms, 
there was little if any change in the bony lesions, as 
demonstrated radiologically. In the other 3 cases 
penicillin therapy was followed by a course of arsenic 
injections and mercurial inunctions, and in 2 cases 
clinical and radiological signs definitely regressed, though 
in the third case the radiological changes persisted. 

The author suggests that the partial failure of penicillin 
is due to the nature of the blood supply to bone, the 
antibiotic being destroyed before a therapeutic level is 
reached at the site of the lesion; mercury and arsenic, 
being destroyed less rapidly by the body, have a more 
effective action in this respect. Barbara J. Nathan 


See also Section Pharmacology and TFherapeutics, 
Abstracts 87, 106. 


376. Gonorrhoea and the Sulphonamides 
E. M. C. DuNLop. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 25, 81-83, June, 1949. 6 refs. 


This paper records the results of sulphathiazole treat- 
ment, during 1946-7, of 408 male patients with acute 
gonorrhoea. Through default or re-infection, only 205 
cases were followed up for 3 months with full tests of 
cure; of these, in 176 (85-8°%) the treatment failed and 
in only 29 (14-1%) was it successful... Two schemes of 
moderate dosage were used: 28 g. in doses of 4 g. daily 
for 7 days, or 25 g. in doses of 5 g. daily for 5 days, 
the tablets being taken after meals with an alkaline 
mixture and copious fluids. Both schemes gave similar 
results. 

Three patients developed gonorrhoeal complications 
during sulphonamide therapy: one had acute prostatitis; 
the second, acute epididymo-orchitis; and the third, 
acute prostatitis with epididymo-orchitis. Two patients 
had severe sulphonamide reactions: acute oedema 
developed in one, and the other suffered from severe 
vomiting. 

The author suggests that these poor results lend support 
to the view that the sulphondmides are losing their 
efficiency in the treatment of acute gonorrhoea. 

T. Anwyl- Davies 


See also Section Locomotor Disorders, Abstract 391. 
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377. Acute Renal Insufficiency. A Comparison of the 
Use of an Artificial Kidney, Peritoneal Lavage and More 
Conservative Measures in its Management 

E. E. MUIRHEAD, J. VANATTA, and A. GROLLMAN. 
Archives of Internal Medicine [Arch. intern. Med.] 83, 
§28-538, May, 1949. 6 figs., 15 refs. 


A critical analysis of the results of the more widely 
known methods of dialysis leads the authors to the con- 
clusion that the claim for these measures as life-saving 
procedures is not supported by control experiments with 
animals. The mere removal of non-protein nitrogen 
from the circulating blood is not enough to save the life 
of patients with severe uraemic (apart from other) signs; 
it is equally or even more important to pay attention to 
the water and electrolyte balance. Bilaterally nephrecto- 
mized dogs survived treatment with the artificial kidney 
lasting from 0-7 to 3-0 hours and resulting in consider- 
able lowering of the plasma urea level in each animal 
(for example, from 535 to 304 mg. per 100 ml. and from 
197 to 134 mg. per 100 ml. with removal of totals of 
16:1 and 5-2 g. of urea) for 6 and 18 hours respectively. 


. The chemical composition of the body fluids was altered 


greatly [no details given]. All of 9 normal dogs died 
within 3 days after employment of the artificial kidney 
for 0-5 to 2-0 hours. The fatal outcome was due to 
mechanical trauma inflicted by the pump, to uncertainty 


_of heparin dosage, to massive haemolysis produced by 


dialysing membrane and fluid, to failure to balance 
electrolyte and water metabolism, or to changes in the 
volume of the circulating blood. On the other hand, 
nephrectomized dogs survived for up to 19 days and dogs 
with renal excretory function eliminated by other means 
for up to 30 days without use of the artificial kidney, if 
only-such amounts of water and glucose solutions were 
administered as were required to prevent dehydration 
and if no salt was given save in replacement of measured 
amounts lost by diarrhoea, vomiting, and profuse 
sweating. No details are given. L. H. Worth 


378. Role of Potassium in Dialysing Fluid in Treatment 
with the Artificial Kidney 

J. WENER and N. K. M. pe Leeuw. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 71, 18-20, May, 1949. 11 refs. 


The serum potassium concentration was estimated and 
electrocardiographic records taken in 3 patients with 
uraemia who were treated with the artificial kidney 
(Kolff, New Ways of Treating Uraemia, London, 1947). 
In 2 cases no potassium was used at first in the dialysing 
fluid. In -uraemic patients with excess potassium in the 
blood the level falls significantly if the potassium con- 
centration in the dialysing fluid is below 20-1 mg. per 
100 ml. If the blood level is normal and the concentra- 
tion of potassium in the dialysing fluid very low or absent, 
loss of blood potassium may occur, its concentration 
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being lowered in one of the cases reported from 20-4 to 
11-9 mg. per 100 ml. in 4 hours. In such circumstances 
changes are evident in the electrocardiogram and 
potassium chloride should be added to the dialysing 
fluid to prevent further loss and restore the physiological 
level. James D. P. Graham 


379. Can the Administration of Desoxycorticosterone 
Acetate Give Rise to Nephrosclerosis? [In English] 

P. BECHGAARD and A. BERGSTRAND. Acta Endocrino- 
logica {Acta endocrinol., Kbh.] 2, 61-69, 1949. 47 refs. 


The fact that blood pressure rises considerably on 
administration of desoxycorticosterone acetate (DOCA) 
in Addison’s disease has led to the investigation of the 
effect of this substance on the blood pressure of the 
normal animal. Several reports have described a rise_in 
blood pressure both in animals and in man and it has 
been suggested that patients with hypertension are more 
sensitive to DOCA than are normal subjects. Selye 
and his co-workers have studied the effect on animals 
of large doses of DOCA in combination with saline and 
have found that, especially after unilateral nephrectomy, 
renal changes may be produced which closely simulate. 
those found in essential hypertension. They also found 
these renal changes, together with enlargement of the 
adrenals, after exposure to physical strain or low tempera- 
ture and considered them to be caused under conditions 
of stress by prolonged over-stimulation by the hormones 
produced by the hypertrophied adrenals. 

The authors carried out an experiment on 10 male 
albino rats of approximately 200 g. which were given 
graded doses of 0-25 to 4 mg. 6f DOCA and 2 to 5 mg. 
of physiological saline injected subcutaneously daily. 
In only one animal was any rise of blood pressure 
recorded and in this case the pressure rose oniy to 
140 mm. Hg from a previous mean of 120. The animals 
were observed for 2 months and no consistent kidney 
changes were found post mortem. In a second experi- 
ment, 15 albino rats of the same weight were subjected to 
unilateral nephrectomy and 20 mg. of DOCA was im- 
planted subcutaneously into 10 of them, the other 5 being 
used as controls. All the animals were given normal 
saline to drink and were kept under observation for 4 
months. There was a mean rise in blood pressure of 
18 mm. Hg in the treated group, the kidneys of which 
in 4 cases showed tubular dilatation without epithelial 
damage (similar changes being found in one control 
animal), but no other lesion. 

The findings of Selye and his co-workers could not, 
therefore, be confirmed and the authors regard with 
scepticism the statement that large doses of DOCA with 
the simultaneous administration of saline and unilateral 
nephrectomy can give rise to nephrosclerosis. On the 
other hand, they admit that, in most cases, the results 
reported by Selye were obtained with somewhat larger 
doses than those which they used. G. C. Kennedy 
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380. An Epidemic of Acute Nephritis 
J. FLeminGc. Lancet [Lancet] 1, 763-766, May 7, 1949. 
1 fig., 10 refs. 


This is a report of a series of 159 consecutive cases of 
acute glomerular nephritis occurring in 1945-6. The 
incidence of the condition was much greater than it had 
been in previous years, and after this period the incidence 
returned to normal. The cases appear to have occurred 
in anepidemicform. The distribution suggested that the 
aetiology was mainly infective and epidemic. During 
the same period figures from the area showed no increase 
in notifications of scarlet fever, pneumonia, or strepto- 
coccal sore throat. Most of the cases occurred in adults 
between the ages of 20 and 30. Of the total cases, in 24 
there was associated pneumonia. Penicillin treatment 
was given to 56 of the patients but not to the rest. The 
duration of the disease appeared to be shortened slightly 
by penicillin therapy, and the rise in blood urea level after 
treatment was started was less in cases so treated. 

Alan Kekwick 


381. Prolonged Forms of Mercurial Nephritis. (Les 
formes prolongées des néphrites mercurielles) 

A. Ravina, M. Derort, P. TANRET, J. ROUSSILLON, and 
J. J. BERNIER. Presse Médicale (Pr. méd.] 57, 419-421, 
May 11, 1949. 


Recovery from acute mercurial nephritis usually follows 
if a diuresis occurs within 6 days and the urea level in 
urine reaches 10 g. per litre early on; otherwise, death 
usually occurs within 12 days. A few cases run a more 
prolonged course with ultimate recovery or death. Two 
kinds of prolonged mercurial nephritis are described by 
the authors. In the first kind thete are associated cardiac, 
Or more commonly infective, lesions; the latter, usually 
renal, depress urinary urea level and secretion of urine. 
Four such cases occurring before 1940 are reported, with 
3 deaths after 54 to 59 days and one survival with residual 
renal damage. A fifth patient seen more recently re- 
covered after receiving BAL, peritoneal dialysis, 
exsanguination-transfusion, penicillin, and streptomycin 
therapy, despite a urinary urea level of 7-5 g. per litre 
on the fifteenth day. In the second kind there are no 
complications other than delayed restoration of renal 
function. An example is described in which the urinary 
secretion on the fifth day amounted to 60 ml. with a 
urea concentration of 6 g. per litre and a blood urea 
level of 320 mg. per 100 ml. This patient recovered after 
two peritoneal dialyses in which 50 g. of urea was 
removed, the blood urea level returning to normal by 
the 29th day. I. Ansell 


382. The Structure of the Metabolic Process in the 
Nephron 
J. Ottver. Journal of the Mount Sinai Hospital {[J. Mt 
Sinai Hosp.) 15, 175-222, Nov.—Dec., 1948. 57 figs., 
20 refs. 


To study the cytological changes occurring in the 
nephron of the rat 500 to 1,000 mg. of diluted egg white 
was injected into the peritoneal cavity and 18 hours 


_ infusions are disappointing. 


later the kidneys were examined by various histological 
methods. The egg white filters through the glomerulys 
and appears in the urine. During this excretion droplets 
appear in the cytoplasm of the cells in the middle third of 
the proximal convolution; at the same time the rod- 
shaped mitochondria of these cells disappear. 
chemical and vital staining tests indicate that the droplets 
are not constituted of absorbed egg white alone, but 
contain also an admixture of mitochondrial substance, 
In renal cells lacking mitochondria as the result of injury 
no absorption of droplets occurs. R. J. Ludford 


383. The Effects of Plasma Transfusions in Nephrogenic 
Hypoproteinemia. [In English] 

O. J. Brocu. Acta Medica Scandinavica [Acta med. 
scand.] 134, 6-22, 1949. 1 fig., bibliography. 


In 10 patients with nephrosis accompanied by oedema 
and sometimes ascites and by reduced plasma protein 
values, treatment consisted of a high-protein diet, 
restriction of fluids, and plasma infusions up to a total 
of 110 to 700 g. of dried plasma. Usually 20 to 25g. 
was diluted in 300 ml. of water, and mostly two infusions 
were given daily for varying periods. The level of 
globulin in serum rose, but the albumin level did not. 
As a control a patient with cardiac cirrhosis and one with 
pericarditis were similarly treated, and in them the 
albumin and globulin levels rose. The haemoglobin 
value and erythrocyte count fell slightly during therapy; 
the amount of nitrogen excreted in the urine increased. 
Enhanced diuresis and loss of weight were observed in 
5 cases. Urea-clearance tests showed that the renal 


function was unaffected by the plasma infusions. In — 


hypoproteinaemia due to renal disease results of plasma 
Neumark 


384. Anuria Following Ischaemia of the Renal Cortex 
A. Sotymoss. Lancet [Lancet] 1, 957-959, June 4, 1949. 
2 figs., 10 refs. 


In a pregnant woman aged 34 admitted to the Szom- 
bathely Hospital, Hungary, intra-partum eclampsia 
developed and on the fourth day after delivery there was 
anuria. The erythrocyte count was 1,600,000 per 
c.mm., the haemoglobin value 33%, the leucocyte count 
32,000 per cmm. and the non-protein nitrogen level in 
serum 185 mg. per 100 ml. Treatment with saline-dex- 
trose, blood transfusions, and paravertebral nerve block 
was unsuccessful and the patient died on the sixth day. 

The liver at necropsy showed eclamptic changes. Both 
kidneys were swollen and each. weighed 200 g. The 
renal cortex was anaemic, in contrast to the much 
engorged medulla. Pulmonary and cerebral oedema 
were present. On microscopical examination the renal 
cortex was seen to be ischaemic, and the author claims 
that there were no signs of necrosis, the basal striations 
and brush borders of the tubules in particular being 
preserved. The author states that these findings indicate 
that ischaemia of the renal cortex led to anuria and 
uraemia, and support the results of studies of the renal 
circulation in animals by Trueta ef a/. in 1947. 

J. Maclean Smith 
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_ Disorders of the Locomotor and Osseous Systems 


385. Rheumatoid Arthritis and the Function of 
Joints. [In English] 

G. DAHLBERG and F. SUNDELIN. Acta Medica Scandi- 
navica [Acta med. scand.} 135, 40-46, 1949. 2 refs. 


An attempt was made to discover why rheumatoid 
arthritis affects some joints more frequently and more 
severely than others. A statistical survey was carried 
out on 1,002 patients, 680 women and 322 men, who were 
also grouped according to whether they did heavy or 
light work. The various joints first affected were noted 
and comparisons made between right and left sides and 
upper and lower limbs; finally an attempt was made to 
correlate these findings with the type of work performed 
and the patient’s sex. 

No results of statistical significance were obtained and 
in these patients there was no evidence that the work done 
by any particular joint bore any relation to the subsequent 
development of rheumatoid arthritis. 

W. M. L. Turner 


386. Comparative Results of Copper Salts and Gold Salts 
in Rheumatoid Arthritis 

J. Forestier. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 8, 132-134, June, 1949. 


The author has used, since 1942, sodium-m-(allylcupro- 
thiocarbamido)-benzoate (‘“‘cupralene”’, containing 
19-85% copper) intravenously in a dose of 0:25 to 0-5 g. 
twice weekly, the total dose being 2-5 to 5 g. per course. 
Since 1945 he has used diethylamine-(cupro-oxyquin- 
oleum)-sulphonate (‘‘dicuprene”’, containing 6-5% 
copper) intravenously or intramuscularly in a dose of 
0:5 g. twice or three times weekly to a total of 6 to 12 g. 
per course. Control cases were treated by intramuscular, 
injection of gold salts at intervals of 5 to 7 days, to an 
average total dosage of 1:2 g. percourse. All the courses 
were repeated as required by the clinical response, with 
an average of 3 months between courses. 

The author points out the fallacies in the assessment 
of results in this disease but considers that clinical results 
were better in cases treated with copper salts than in 
those treated with gold salts, the findings being based 
on a 2-year observation period. Maximum therapeutic 


_effect appeared to be obtained in the subacute stage of 


the disease. ‘ No serious toxic effects are reported. [The 
number of cases treated is insufficient to permit of a 
satisfactory analysis of results.] R. H. J. Fanthorpe 


387. Rheumatoid Arthritis in the Young 
B. SCHLESSINGER. British Medical Journal (Brit. med. J.] 
2, 197-201, July 23, 1949. 7 figs., 21 refs. 


Clinical observations were made in 20 cases‘of acute 
rheumatoid arthritis in children, all of whom suffered 
from considerable fever and the usual general acute 
manifestations first described by Still. Nearly all were 


85 


studied early in the disease or from the onset, and their 
subsequent progress was followed for many years. 
Detailed observations on the early clinical features—the 
initial migratory arthritis, adenitis, splenomegaly, and 
fever—are recorded, and the widespread nature of the 
lesions is emphasized. Significant effects on the blood 
picture have been observed, and also rare instances in 
which the clinical picture changes from Still’s disease to 
leukaemia. In the majority of cases the condition 
proceeds to progressive arthritis, but some patients 
recover completely. : 

The relationship of this disease to certain rare syn- 
dromes of an allergic nature is considered. The author 
finds points of resemblance in intermittent hydrarthrosis, 
palindromic rheumatism, lupus erythematosus, and 
polyarteritis nodosa. Kenneth Stone 


388. Therapeutic Criteria in Rheumatoid Arthritis 

O. STEINBROCKER, C. H. TRAEGER, and R. C. BATTERMAN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 140, 659-662, June 25, 1949. 6 refs. 


[A summary of the recommendations of the Committee 
for Therapeutic Criteria of the New York Rheumatism 
Association proposing the adoption of uniform systems 
of classification of the stages of progression, degree of 
functional impairment, and response to treatment.] 


389. A Case of Rheumatoid Arthritis Simulating Pyo- 
genic Infection 

D. S. SHort. British Medical Journal [Brit. med. J.} 2, 
204-206, July 23, 1949. 5 refs. 


390. Salazopyrin in the Treatment of Rheumatoid 
Arthritis 

R. J. G. Smnciair and J. J. R. DutHie. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 8, 226-231, 
Sept., 1949. 1 fig., 9 refs. 


391. Gonococcal Arthritis: A Study of 202 Patients 
Treated with Penicillin, Sulfonamides or Fever Therapy 
J. A. Ropinson, H. L. Hirsu, W. W. ZELLER, and H. F. 
DowLinGc. Annals of Internal Medicine [Ann. intern. 
Med.} 30, 1212-1223, June, 1949. 31 refs. 


The results of treatment in 202 cases of proved gono- 
coccal arthritis at the Gallinger Municipal Hospital, 
Washington, over the past 12 years are reviewed. In 
this series, 109 patients (53-9%%) were males and 93 
(46:1%) females. The condition was polyarticular in 
163 cases. 

Fever therapy was employed in 55 cases. After use of 
the Kettering hypertherm 21 out of 33 patients (63-6%) 
were cured, whereas intravenous typhoid vaccine was 
found to be much less satisfactory. Various types of 
sulphonamides were used in 140 cases, with cure in 
69°3%. The type of sulphonamide used appeared to have 
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little effect on the results of treatment, but the larger 
doses over a longer period used in later years seemed more 
effective. Penicillin therapy was given to 32 patients, 
of whom 71-8% were cured, but in some of the early cases 
of failure the dosage was probably inadequate. 

In all forms of treatment used, the “‘ acute”’ cases, 
with symptoms for less than 30 days, responded more 
favourably than the “chronic” ones. The authors 
conclude that penicillin is the drug of choice in the treat- 
ment of gonococcal arthritis, and recommend a total of 
2 to 5 million units over a period of 5 to 10 days. In 
the more chronic type of case, where no response is 
obtained to penicillin, fever therapy is sometimes more 
effective. Kathleen M. Lawther 


392. Osteoarthritis of the Knee. 
of Bisgaard in Treatment 
F. Bacu. British Journal of Physical Medicine (Brit. J. 
phys. Med.) 12, 124-126, Sept.—Oct., 1949. 1 fig. 


Notes on the Principles 


393. The Familial Incidence of Rheumatoid Spondylitis © 
B. RoGorr and R. H. FREYBERG. Annals of the Rheum- 
atic Diseases {|Ann. rheum. Dis.] 8, 139-142, June, 1949. 
4 figs., 8 refs. 


A series of 114 patients suffering from rheumatoid 
spondylitis and attending the Hospital for Special 
Surgery, New York City, were questioned about the 
incidence of symptoms suggestive of this disease in 
members of their families. As a result of this, 13 cases 
of rheumatoid spondylitis were found in 10 families; 
in other words, there was a 9% familial incidence of 
the disease in this series, most of the cases occurring in 
siblings. R. H. J. Fanthorpe 


394. D-Tubocurarine in Oil-Wax Suspension in Rheu- 
matoid Spondylitis. - Its Use as an Adjuvant 

B. M. Norcross, H. M. Rosins, and L. M. Lockie. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 140, 397-400, May 28, 1949. 3 figs., 4 refs. 


Ankylosing spondylitis is a disease of unknown aetio- 
logy. Its treatment consists in the use of measures to 
preserve the patient’s health and posture, combined with 
deep x-ray therapy. Some patients do not respond to 
this regimen and pain and muscle spasm persist. The 
authors suggest that, while reflex muscle spasm occurs 
in order to protect the vertebral structures, it is in itself 
painful and leads to the establishment of a vicious circle 
whereby vertebral pain produces muscle spasm and muscle 
spasm perpetuates the pain. For these reasons the 
authors sought means to relieve the muscle spasm, and 
found that, while a watery solution of curare gave relief, 
the relaxation obtained was transient and was accom- 
panied by “ the unpleasant side-effects of curarization ’’. 
They therefore decided to try injections of a suspension 
of p-tubocurarine in oil-wax as advocated by Schlesinger 
in certain “* acute low back syndromes ”’. 

Tubocurarine apparently acts by blocking the 
myoneural junction by raising its threshold for acetyl- 
choline above the normal level. The aim of curarization 
is to block abnormal reflex stimuli but permit the passage 


of normal voluntary stimuli. The authors used a pre. 
paration containing 3% p-tubocurarine in a mixture of 
4-8% wax in peanut oil. Dosage is an individual Problem, 
and the effect aimed at is to obtain muscular relaxation 
by a low initial dose and higher subsequent doses at 
24- to 48-hour intervals. After this, further injections 
are given when muscular spasm recurs. There are 
potential dangers associated with the use of the drug, 
and rules are given to ensure their avoidance. Should 
toxicity occur, injections of neostigmine are advocated, 
but the authors consider that if precautions are taken 
the dangers of toxic manifestations are minimal. 

They describe the treatment of 6 patients with severe 
muscle spasm, manifested by bursts of abnormal activity 
in electromyographic recordings. Detailed case histories 
are given of all 6 patients, and it is claimed that in all of 
them injections of D-tubocurarine led to relief of pain, 
increase of mobility, and correction of flexion deformity, 
“ Practically no toxicity ’’ was encountered in this series. 

W. Tegner 


395. Statistical Studies of the Early Symptoms of 
Ankylosing Spondylitis. (Etudes statistiques sur les 
symptomes de début de la spondylarthrite ankylosante) 
J. FORESTIER, F. JACQUELINE, and J. Rotés. Revue du 
Rhumatisme [Rev. Rhum.] 16, 218-225, 1949. 2 figs., 
3 refs. 


This paper contains a valuable analysis of the initial 
symptoms observed in 200 cases of spondylitis in 164 
males and 36 females. Symptoms began in a few of 
these cases between the ages of 11 and 15, in a large 
number between 16 and 20, and in very few after 40 years. 
The initial symptom may remain the only manifestation 
for months or years, or several symptoms may be 
associated from the onset. Pain in some part of the 
spine was a common initial symptom, but less common 
than pain elsewhere, such as that due to an affection of 
one of the peripheral joints, sciatica, or intercostal pain. 
The initial symptoms listed below were among those 
found by the authors; the table also shows the number 
of cases in which the initial symptom was an isolated one. 


Occurring as an 

Initial Symptom No. of Cases Isolated 

Symptom 
Lumbar pain .. i 80 21 
Sacro-iliac pain oy 25 6 
Dorsal pain... 26 2 
Cervical pain .. ay 17 4 
Intercostal pain Je 22 2 
Sciatic pain... 50 21 
Transient joint pains .. 46 “24 

Arthritis of rheumatoid 

type .. $3 27 


Sciatic pain was observed more frequently at the 
beginning than during the established disease, and was 
a peculiarly common symptom in the younger patients; 
repeated attacks might occur for many years, usually 
unilateral but in some cases occurring alternately on the 
right and left sides. In most cases arthritis of rheumatoid 
type was mono-articular or oligo-articular, shoulders, 
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hips, and knees being most frequently affected. It is 
interesting to note that 78% of the females and 56% of 
the males had an affection of the peripheral joints either 


‘at the onset or during the established disease. The 


erythrocyte sedimentation rate during ‘the stage of early 
symptoms wasnormal in about 25% of the cases in which 
jit was determined. Kenneth Stone 


[The authors’ work has also been published in Rey. esp. 
Reum., 1949, 3, 20. Eprror.] 


396. The Aetiology of Ankylosing Spondylitis 
H. F. West. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 8, 143-148, June, 1949. 1 fig., 46 refs. 


397. Ankylosing Spondylitis. Measurement of Hip 
and Spine Movements 


‘W. F. DuNHAM. British Journal of Physical Medicine 


[Brit. J. phys. Med.] 12, 126-129, Sept.-Oct., 1949. 
5 figs. 


398. p-Aminobenzoic Acid in Chronic Joint Disease. 
(L’acido para-aminobenzoico nelle artropatie croniche) 
E. ANDREOLA. Riforma Medica [Rif. med.] 63, 537-542, 
June 11, 1949. 


p-Aminobenzoic acid (PABA) has been used as an 
adjunct to other forms of therapy in patients with 
theumatism. The author treated 10 cases of chronic 
joint disease, 7 diagnosed as polyarthritis of a rheumatoid 
type and 3 as “ chronic arthrosis’’. The patients’ ages 
ranged from 35 to 75 years, average 63 years, and they 
suffered from a variety of associated conditions including 
septic foci and cardiovascular degeneration. They were 
treated by rest in bed, removal of septic foci where 
practicable, morphine for a few days, and PABA, which 
was given by deep intramuscular injection for a varying 
number of days and then continued orally, or else given 
entirely by mouth. Total dosage varied from 60 g. to 
150 g. and a variety of other drugs (iodine, belladonna, 
salicylate, sulphonamide, and vitamins) were given and 
physical procedures (x-ray therapy, radiant heat) em- 
ployed at the same time. Abscesses developed at the site 
of injection in 3 cases, and 3 patients had severe gastric 
upset. No improvement was observed in 3 patients, 
5 were relieved and improved, and 2 were cured. [There 
is an obvious lack of control about this investigation.] 

James D. P. Graham 


399. Thiouracil Administration and Thyroidectomy in 
Experimental Polyarthritis of Rats 

H. B. Trier, W. C. and G. M. GARDNER. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.] 8, 
125-131, June, 1949. 2 figs., 41 refs. 


The object of the experimental work described in this 
Paper was to determine whether reduction in the meta- 
bolic rate by prolonged administration of thiouracil or 
by thyroidectomy would alter the incidence and severity 
of rat polyarthritis due to pleuropneumonia-like organisms 
of the L4 strain, and thereby possibly shed some light 
on the relation of thyroid disease and arthritis in 
man. It was demonstrated that prolonged administra- 


tion of thiouracil led to nodular hyperplasia of the thyroid, 
and to an increase in the severity of polyarthritis due to 
the L4 strain of pleuropneumonia-like organisms. 
This increase in severity was not seen after thyroidectomy, 
or after the administration of arsenic trioxide, isopropyl 
alcohol, or phenobarbitone. The authors conclude that 
the effect of the thiouracil is due to some peculiar intrinsic 
action of the drug, rather than to any effect on the 
metabolic rate. D. P. Nicholson 


400. Serum Anti-tryptase in Chronic Rheumatic Disease 
H. Coxe. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 8, 135-138, June, 1949. 1 fig., 15 refs. 


A method of estimating the antitryptase property of 
serum is described and the results obtained in 200 cases 
of rheumatism are recorded. In general the anti- 
tryptase activity can be correlated with the severity of 
the arthritic process, and may depend on endocrine 
imbalance. D. P. Nicholson 


401. ‘The Subcutaneous Nodules of Chronic Rheumatoid 
Arthritis: Their Clinical and Pathological Features 


M. Horwitz. Clinical Proceedings [Clin. Proc.| 8, 


73-116, June, 1949. 30'figs., 39 refs. 


The subcutaneous nodules in rheumatoid arthritis 
have not been so extensively studied and histologically 
investigated as have the better-known subcutaneous 
nodules found in acute rheumatic fever. In the investiga- 
tion reported, 70 cases of chronic rheumatoid arthritis 
were studied, 47 in female and 23 in male patients whose 
ages ranged between the extremes of 9 years and 77 years. 
The duration of the disease at the time of examination 
also varied from 7 months to 45 years, the average 
duration being-approximately 7 years. All the cases 
were carefully considered from the clinical aspect, and 
the author states that they could all be regarded as 
examples of what he refers to as “true ‘ idiopathic’ 
polyarticular rheumatoid arthritis”; these patients 
had been under intermittent observation for periods of 
6 to 18 months and the clinical diagnosis was supported 
by radiological findings. 

One or more nodules were found in 20 of the 70 cases, 
a total of 99 nodules, situated most frequently over the 
olecranon process or ulnar border of the forearm, being 
noted. Nodules were also found not infrequently on the 
fingers and in other less common sites, and often reached 
a considerable size. They were sometimes lobulated— 
particularly when they occurred over the olecranon 
bursa. In the case histories, trauma seemed to play a 
part in nodule production, but their incidence was 
greatest in those advanced cases in which considerable 
crippling had occurred. Their relation, if any, to the 
prognosis of the disease is not yet determined. Biopsy 
of 16 nodules showed the characteristic histological 
appearance described by previous authors, and amyloid 
changes could not be detected. The author comments 
on the striking resemblance clinically between the 
nodules and those of xanthoma tuberosum and planum. 
He does not consider that the necrobiotic foci seen are 
specific for rheumatoid arthritis. W.S.C. Copeman 


| 
| 


Neurology 


402. A New Meningo-encephalitic Sign. (Nowy objaw 
oponowo-mdzgowy (objaw karkowo-paluchowy) 
E. HERMAN. Polski Tygodnik Lekarski [Polsk. Tyg. lek.] 
4, 632, May 23, 1949. 2 figs. 
In this preliminary communication the author describes 
a new sign which is frequently seen in tuberculous 
meningitis: passive flexion of the head elicits an extensor 
response of the big toe, accompanied occasionally by 
fanning and plantar flexion of the toes. This sign is 
often present without Babinski’s sign, although in some 
cases they may both oceur together. When the patient 
is examined, both legs must be maintained in extension. 
. The sign may be present unilaterally or bilaterally. It 
indicates a meningo-cerebral lesion, and in this respect 
differs from the well-known purely meningeal signs, such 
as Kernig’s and Brudzinski’s. In tuberculous meningitis 
treated with streptomycinthe sign may disappear when 
the patient’s condition improves, but recurs during a 
relapse. J. T. Leyberg 


403. Simultaneous Records of Thalamic and Cortical 
(Scalp) Potentials in Schizophrenics and Epileptics. [In 
English] 

H. T. Wycis, A. J. Lee, and E. A. SpreGer. Confinia 
Neurologica [Confin. neurol., Basel] 9, 264-272, 1949. 
9 figs., 9 refs. ; 

The authors, who recently introduced thalamotomy as 
an alternative to leucotomy, here report electrothalamo- 
graphic studies, which preceded the operation. A stereo- 
encephalotome was fixed to the skull and a needle 
electrode at the intersection of the median and the 
interaural planes. By radiography the relation of the 
needle to the pineal body or, if the latter was not visualized, 
the relation to the ventricles outlined by pneumo- 
encephalography was determined. ‘These data are 
compared with anatomical specimens cut in the plane of 
the stereo-encephalotome.”” When the needle was 
introduced in the dorso-medial nucleus of the thalamus, 
records similar to electroencephalograms were obtained. 
The electrical discharges were, however, only partly 
synchronous with those in the electroencephalogram. 
No abnormal discharges were found in cases of schizo- 
phrenia. 

In a hydrocephalic epileptic patient with major and 
minor fits the following observation was made. On 
introduction of the needle at the level of the commissura 
media 20 mm. below the surface of the cortex cortical 
potentials were picked up; at a depth of 45 mm. when the 
needle was in the ventricle filled by air a 60-cycle current 


was recorded. High-voltage spike discharges were found - 


at the surface of the thalamus; 7 mm. below its surface 
random spikes were found which changed into random 
waves after hyperventilation; 2 mm. lower the abnormal 
discharges were diminished and 4 mm. lower again the 
records were more or less normal. The possibility of 


88 


irritation by the injected air was considered. Replace-_ 
ment of the ventricular fluid by air in dogs did not, 
however, cause similar discharges. The finding of 
maximum seizure discharges in parts close to the dorsal 
surface of the dorso-medial nucleus encouraged the 
authors to produce small lesions around the medial 
parts of the internal lamina medullaris at the level of the 
commissura medialis (paracommissural thalamotomy) in 
cases of petit mal unresponsive to medication. R. Klein 


404. Inheritance of Electroencephalogram Patterns in 
Children with Behavior Disorders 

M. A. KENNARD. Psychosomatic Medicine [Psychosom. 
Med.] 11, 151-157, May-June, 1949. 3 figs., 13 refs. 


It has been recognized for some years that a relation- 
ship existed between the pattern of the electroencephalo- 
gram (EEG) and personality characteristics. Among 
psychotic and neurotic patients there is an unusually 
high incidence of abnormal tracings, and abnormal 
records have often been reported in children with 
behaviour disorders. To examine the inheritance of 
abnormal EEG patterns, recordings were taken from 
members of 108 families, consisting of 131 patients from 
the psychiatric wards of Bellevue Hospital, New York, 
119 of their siblings, and 50 of their parents. The 
children were selected on the ground that their families 
also were willing to have recordings made, but in only 
a few instances were records taken of whole families. 
Tracings were made bilaterally by monopolar recordings 
with electrodes in frontal, parietal, temporal, and occipital 
positions; hyperventilation was carried out for 2 minutes. 
Records were classified as normal, borderline abnormal, 
and abnormal. The clinical diagnosis was that of the 
ward physician. The families were divided into two 
groups—one in which the patient’s illness was due to an 
organic disorder of the nervous system (group A), and 
one in which the patient had a behaviour disorder with- 
out disease of the central nervous system (group B). 
Epilepsy was included in the former. Group B only will 
be mentioned here. 

In group B there were records of 95 patients, 96 sibs, — 
and 41 parents in 81 families. In 30 of the patients the 
diagnosis was schizophrenia. The rest were considered 
to have behaviour problems—anxiety state, neurosis, 
or primary behaviour disorder. The proportion of 
abnormal records -was 67% iff the former group and 72% 
in the group with behaviour disorders. Of the whole 
series, abnormal records were found in 71% of the 
patients, 37% of their parents, and 45% of the sibs. The 
proportion of abnormal records in the families of these 
children is thus more than three times that for the general 
population. 

A comparison of the individual records within a 
family revealed remarkable similarities of pattern in 
most instances. In nearly every family a basic pattern 
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could be traced which was similar in several or all of the 
siblings, especially if they were of similar age. The 
incidence of abnormality was, however, higher in the 
patients’ than in the siblings’ records. “ Instability ” 
—as shown by a record which was affected by 
hyperventilation and often changed from second to 
second—and “‘ stability ’’ were found to run in families. 
The behaviour disorders in group B were not those 
associated with epilepsy; there was no clinical evidence 
of seizures of any form, and the incidence of abnormal 
tracings in the relatives in group B was less than half that 
in group A. No evidence was found to support the 
theory that the records of children are abnormal for their 
age merely because these records are less mature; many 
of them were such that they would not be normal for any 
age. It could not be shown that the similarity of EEG 
pattern found in family units was inherited; anxiety is 
known to alter the record, and the abnormality might 
be due to environmental. influence. ‘‘ Sensitivity’ of 
the EEG which has a familial incidence is demonstrated ’ 
by this study. Desmond O’ Neill 


405. Occupational Pressure Neuritis of the Deep Palmar 
Branch of the Ulnar Nerve - 
J. L. BAKKE and H. G. Wo.rr. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 60, 
549-553, Dec., 1948. 17 refs. 


The authors describe a case of pressure neuritis of the 
deep palmar branch of the ulnar nerve in a telephone 
cable splicer who had performed the same task many 
hundreds of times a day for 31 years. This consisted of 
using a pair of small wire-cutting shears held in the right 
hand in such a manner that a horny callus was formed on 
the inner side of the hypothenar eminence 4 cm. proximal 
to the 4th metacarpophalangeal joint. The literature of 
the condition is reviewed and it is noted that all previous 
reports have mentioned the absence of sensory dis- 
turbance. The authors emphasize, however, that only 
cutaneous sensibility was considered in these reports. 
In their own case, while there was no loss of cutaneous 
sensation, they demonstrated impairment of muscular 
sensibility by the painless injection of hypertonic saline 
solution into the atrophic adductor pollicis muscle. It is 
suggested that this simple procedure may serve to distin- 
guish between a néuritis on the one hand and a myopathy 
or progressive spinal muscular atrophy on the other in the 
diagnosis of cases of atrophic paralysis of the small 
muscles of the hand associated with normal cutaneous 
sensation. J. MacD. Holmes 


See also Section Physiology and Biochemistry, 
Abstract 36. 


406. Electromyography in Muscular Dystrophies. 
Differentiation between Dystrophies and Chronic Lower 
Motor Neurone Lesions 

E. KUGELBERG. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 12, 129-136, 
May, 1949. 5 figs., 21 refs. 


A series of 16 cases of muscular dystrophy and 142 
cases of chronic lower motor neurone lesions (for 


example, progressive muscular atrophy, amyotrophic 
lateral sclerosis, multiple neuritis) were examined by 
electromyographic methods. It was found that the 
changes present in these two groups are entirely different 
and that therefore electromyography could be used for 
differential diagnostic purposes. [The interested reader 
must study the records published in this paper.] 
F. K. Kessel 


CENTRAL NERVOUS SYSTEM 
407. “Inverted Marcus Gunn Phenomenon’’. (So- 


called Martin Amat Syndrome) 


R. WARTENBERG. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 69, 584-596, Dec., 
1948. 4 figs., 25 refs. 


This paper is concerned with what has been called the 
“inverted Marcus Gunn phenomenon” or “ Martin 
Amat syndrome’’, which consists.in the automatic 
closure of one eye on wide opening of the mouth, in 
contradistinction to the better known “ jaw winking ”’ 
phenomenon seen in certain cases of congenital ptosis 
and first described by Marcus Gunn in 1883, which 
consists in the involuntary raising of the ptosed eyelid 
when the mouth:is opened widely, or when the jaw is 
moved to the opposite side. The author reviews the 
literature of the “‘ inverted’’ phenomenon, which has 
been described as “unique”, “* paradoxical’’, and 
“amazing *’ and describes 3 cases illustrating its occur- 
rence. From his critical examination of the literature 
and his own clinical observations he concludes that the 
phenomenon is nothing more than an intrafacial associ- 
ated movement which commonly occurs after a peripheral 
facial palsy. He claims that the theory that it is a 
trigeminofacial associated movement is based on a 
misconception and that, as a “‘syndrome”’, it has no 
right to exist. J. MacD. Holmes 


408. The Treatment of Disseminated Sclerosis by Pro- 
longed Lowering of the Blood Prothrombin Level 

L. B. Cox, P. FANTL, and M. Firzpatrick. Medical 
Journal of Australia (Med. J. Aust.] 1, 577-579, April 30, 
1949. 4 refs. 


Following the work of Putnam et al. (Arch. Neurol. 
Psychiat., Chicago, 1947, 57, 1), who concluded that the 
plaques in disseminated sclerosis are secondary to 
thromboses in venules, other workers have investigated 
the effect of substances which prevent blood clotting. 
The present authors, using ethylene dicoumarin, found 
that it had no appreciable effect on the course of 
disseminated sclerosis. P. W. Nathan 


409. Has the Presence of a Paretic Curve in the Gold Sol 
Reaction in Disseminated Sclerosis any Relation to the 
Type and Course of Disease? (Hat die Paralysekurve im 
Liquor der multiplen Sklerose Beziehungen zu Art und 
Verlauf der Erkrankung?) 

H. BRENN. Schweizer Archiv fiir Neurologie und Psychia- 
trie [Schweiz. Arch. Neurol. Psychiat.] 63, 114-127, 
1949. 16 refs. 
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410. Disseminated Sclerosis in South Africa. Its Rela- 
tionship to Swayback Disease and Suggested Treatment 
G. Dean. British Medical Journal (Brit. med. J.}- 1, 
843-845, May 14, 1949. 10 refs. 


Disseminated sclerosis is rare among the white popula- 
tion of South Africa. In a search of the records of the 
principal hospitals for the last 10 years, the diagnosis 
was found only in the three University teaching hospitals 
(33 cases), while 3 other cases had been reported. In 
several of these the diagnosis was in considerable doubt. 
Of the 14 acceptable cases, only 5 were in South Africans 
who had never been abroad, the remaining 9 being in 
South Africans who had immigrated or had been abroad, 
and there were similar figures for the more doubtful 
cases. There were therefore only 5 undoubted cases of 
the disease in an indigenous white population of 2,400,000, 
compared with the estimated rate in England and Wales 
of 160 per million. Reference is made to a report by 
Campbell et al. (Brain, 1947, 70, 59) of the occurrence of 
disseminated sclerosis in workers engaged on research 
into “* swayback ”’ disease in lambs. Swayback is con- 
fined to three small areas in South Africa but the 5 proved 
cases in native-born white South Africans were not 
derived entirely from these areas. The treatment of 
pregnant ewes with copper sulphate for the prevention 
of swayback in their lambs has been practiced success- 
fully for many years. A form of enzootic jaundice in 
sheep is associated with a high copper content of the 
liver and appears to be a form of copper poisoning. It 
is suggested that a daily dose of copper sulphate may 
have therapeutic value in disseminated sclerosis. Risk 
of overdosage and resulting copper poisoning is possible. 
{More than half of this paper is devoted to a study of the 
incidence of disseminated sclerosis in South Africa and 
it clearly demonstrates that the disease is very uncom- 
mon in the white population and unknown in the native. 
The rest of the paper, apart from a summary of the work 
of Campbell et a/. and of others, is pure speculation, and 
the suggestion that copper plays any useful role in treat- 
ment of disseminated sclerosis has little to commend it.] 

Hugh Garland 


411. Data on the Pathology of Multiple Sclerosis. 
(Adatok a sclerosis polyinsularis kértanadhoz) 

I. HuszAk and J. SzAx. Orvosi Hetilap (Orv. Hetil.] 
90, 201-206, April 3, 1949. 2 figs., 39 refs. 


In various diseases the venules and venous capillaries 
of the white matter of the central nervous system are 
found to be thrombosed more often than those in other 
organs. Dow and Berglund (Arch. Neurol. Psychiat., 
Chicago, 1942, 47, 1) ascribed such thromboses found in 
multiple sclerosis to liberation of a thromboplastic 
substance during demyelinization but did not explain 
its more frequent occurrence in the white matter than in 
grey matter. The authors investigated this difference 
by making various extracts and suspensions of grey and 
white matter and using the Mellanby fibrinogen-pro- 
thrombin preparation for testing coagulation time. 
They found that a dialysable substance was present in 
suspensions of white matter only after 24 hours’ autolysis, 


but in greater quantity in fresh suspensions of grey 
matter. According to Fischer the brain is rich in heparin: 
using Fischer’s methods, the authors found that only 
the grey matter was rich in an anticoagulant substance, 
which from various tests they believe to be heparin, 
They conclude that venous capillary thrombosis is far 
more commonly found in the white matter not because 
of coagulant factors there, but because of the presence 
of this anticoagulant. They suggest that in the early 
stages of sclerosis not only do exudates leave the capil- 
laries, but that there is a flow in the reverse direction, 
anticoagulant substance, where present, entering ‘the 
damaged vessels. Dushanka Wolstenholme 


412. Multiple Sclerosis and “ Solustibosan ’’ Therapy, 
(A Critical Account of Experience.) (Multiple Sklerose 
und Solustibosantherapie. (Kritischer Erfahrungsbe- 
richt)) 

W.H.WoLF. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.] 4, 215-218, April, 1949. 7 refs. ~ 


About 90 patients with disseminated sclerosis were 
given ‘“ solustibosan HK ”’, which is a highly concen- 
trated hypertonic solution of 100 mg. of a quinque- 
valent antimony gluconate in 1 ml. of neutral medium, 
2 ml. being given daily intramuscularly for the first 15 
days. After a fortnight’s interval the course was repeated 
with 1 ml. daily. In cases with signs of improvement a 
third course after a 3 weeks’ interval might be given, the 
dosage being determined individually. During the first 
course the patient was kept mainly at rest in bed, but 
physiotherapeutic and hydrotherapeutic procedures were 


. added later. Improvement was noticed in a few cases in 


respect of spasticity and ataxia, but the gross neurological 
signs remained unchanged. In the majority of cases no 
effect was observed, and in a small percentage of patients 
there was even deterioration. For a few hours after 
injection some patients experienced lassitude and heavi- 
ness and, occasionally, an increase of spasticity, but 
these symptoms would disappear by next morning. 
The best results were obtained in early cases or in remittent 
cases in relapse. Patients with psychical alterations were 
the least responsive. F. F. Kino 


413. Familial Lumbo-sacral Syringomyelia and the 
Significance of Developmental Errors of the Spinal Cord 
and Column 

M. JACKSON. Medical Journal of Australia {Med. J. 
Aust.] 1, 433-439, April 2, 1949. 10 figs., 15 refs. 


This rare heredo-familial disease of the spinal cord was 
found in 26 cases among four generations of a family of 
66 members. Eight of these patients were examined 
by the author. The first sign of the disease is usually 
the appearance of a trophic ulcer beneath the ball of the 
foot or great toe, preceded by a loss of sensibility in the 
feet and followed by osteoporotic and necrobiotic bony 
lesions, leading eventually to a pronounced shortening 
of the toes. Spina bifida occulta was present in 5 of the 
cases examined, and lumbar ribs in 2 cases as well. 
Sensory disorders in the hands were found in the cases 
described, but were not observed in cases of similar 
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disorders. The disease is an inherited developmental 
defect of the spinal cord often associated with defects of 
the spinal column. It belongs to a larger group of con- 
stitutional disorders due to faulty closure of the spinal 
cord and called by Bremer status dysraphicus, which 
may be regarded as a forme fruste of syringomyelia. 

F. F. Kino 


414. Scoliosis as a Maniféstation of Disease of the 
Cervicothoracic Portion of the Spinal Cord 

E. Botprey, J. E. ADAMs, and H. A. Brown. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 61, 528-544, May, 1949. 4 figs., 11 refs. 


The authors report 10 cases of scoliosis associated with 
disorders of the cervico-thoracic cord. The convexity 
of the curve was usually towards the side of the lesion. 

[This paper contains nothing new.] P. W. Nathan 
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415. Use of Diparcol in Parkinsonism 
R. S. Durr. British Medical Journal (Brit. med. J.] 1, 
613-615, April 9, 1949. 7 refs. 


Eight cases of chronic post-encephalitic Parkinsonism 
were studied. The patients were first observed over a 
period of 2 to 3 months while they were feceiving 
adequate doses of stramonium, hyoscine, and _bella- 
donna. Diparcol”’, which is diethylaminoethyl-N- 
thiodiphenylamine hydrochloride, was then given accord- 
ing to the scheme recommended by the manufacturers, the 
dosage being gradually built up over a period of 5 or 6 
weeks while the solanaceous drugs were gradually 
withdrawn. One gramme was given daily for 10 weeks, 
after which the dose was varied. There was slight, but 
marked, improvement in all cases while the drug was 
taken, but oculogyric crises were not affected. The 
following undesirable side-effects occurred: (1) hyper- 
salivation; (2) faintness; (3) paraesthesiae of head and 
(4) transient blurring of vision; (5) undue 


c.mm. during the initial weeks. Geoffrey McComas 


416. Aphasic Speech Disturbances in Left-handed Sub- 
jects after Brain Injury. (Uber aphasische Sprach- 
stérungen bei hirnverletzten Linkshandern) 
K. ConraD. Nervenarzt [Nervenarzt] 4, 
April, 1949. 4 figs. 


In 808 patients with brain injury left-handedness was 
present in 47 (5-8%), a figure fairly in accordance with 
the generally accepted incidence of left-handedness in 
the average population. Of the 198 right-handed patients 
suffering from aphasia 175 (88%) had their injury on the 
left side, 11 (5-8%) on the right side, and 12 (6-2%) on 
both sides, whereas of the 18 left-handed 10 (55-5%) 
were injured on the left side, 7 (39%) on the right side, 
and one patient (5-5%) on both sides. The finding that 
in the left-handed a left-sided brain injury was a more 
frequent cause of aphasia than a right-sided lesion was 
unexpected, and a more detailed examination of the 


148-154, 


records of all the Jeft-handed cases was made. Excluding 

all cases in which there was any doubt as to the nature 
of the aphasia or extent of the injury, 10 cases were found 
in which the presence of aphasia with injury confined 
to the right hemisphere (5 cases) or the absence of 
aphasia when the left side, including the speech area, 
had been injured (5 cases), seemed to support the popular 
conception of the predominance of the right hemisphere 
for the function of speech in the left-handed. But at 
the same time, in another group of 10 left-handed patients, 
5 who suffered from persistent aphasia had an injury 
confined to the left hemisphere, and 5 with an injury on 
the right side which, from the area affected, would have 
been expected to affect speech had no sign whatever of 
aphasia, these last 10 cases being thus at variance with 
the generally accepted conception of predominance. 
In contrast to the varying effects of similarly-sited lesions 
in the left-handed, the right-handed patients did not 
show any notable deviation from the expected rule. 
The suggestion is offered that left-handedness does not 
represent a simple inversion of the conditions prevailing 
in a right-handed person, but is a transitional phase in 
the process of specialization of the left hemisphere which, 
the function of speech being originally bilateral, gradually 
becomes predominant until unilateral control is estab- 
lished. In the case of a left-handed subject it is suggested 
that this specialization has not achieved its full develop- 
ment. F. F. Kino 


417. Asymbolia for Pain 

J. L. Rusins and E. D. FriepMAN. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago]. 60, 
554-573, Dec., 1948. 23 refs. 


An account is given of 4 patients who were unable to 
recognize the unpleasant or disagreeable component of a 
painful or threatening stimulus with the result that little 
or no defence reaction was produced, although there 
was no anaesthesia and the stimulus itself was perceived. 
This condition of asymbolia for pain was first described 
by Schilder and Stengel in 1928 and 1931 and the authors 
state that there have been no further cases reported since 
then. The predominant symptom consists of lack of 
withdrawal from painful stimuli applied to the body and 
from threatening gestures, which has to be differentiated 
from a similarly absent or distorted reaction to pain 
seen in psychotic persons, in those with analgesia due to 
destructive lesions of the pathways of the neuraxis, and in 
those with congenital insensitivity to pain. Understand- 
ing of the significance of the noxious effect of pain is 
retained, as shown by the appropriate reaction to verbal 
menaces, and autonomic reactions to the application of 
special pain-producing stimuli (prolonged pinprick, 
muscle ischaemia, and intravenous injection of histamine) 
are unaffected. 

Routine neurological examination of the authors’ 
patients showed a normal recognition of sensory stimuli: 
pinprick was recognized as sharp, light touch was 
perceived, and heat and cold were distinguished equally 
well throughout the body. Stereognosis and discrimina- 
tion of texture or quality were impaired and the extinction 
phenomenon for tactile and visual stimuli was present. 
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All 4 patients had a mild degree of perceptive aphasia and 
a more severe degree of amnestic aphasia. In addition, 
a symptom complex which has been considered to be a 
deficiency manifestation of lesions of the parieto-occipital 
region was found in every case. This included disturb- 
ance of the body schema, as shown by right-left dis- 
orientation and inability to reproduce postural attitudes 
in space; Gerstmann’s syndrome, or the combination 
of agraphia, acalculia, and finger agnosia; and construc- 
tional or idiokinetic apraxia. 

In all 4 patients the presence of a lesion of the area in 
and around the supramarginal gyrus of the dominant 
hemisphere was proved either at operation or by diag- 
nostic procedures. The constancy of this symptom 
complex in association with asymbolia for pain, and the 
absence of one or several symptoms of the group in other 
patients described in the literature as having similarly 
placed lesions, suggest that the symptoms are not merely 
the expression of loss of function of a centre lying in 
that relatively small area. The postulated theory of 
focalization of such a concept-integrative function is 
inadequate. It is felt rather that this grouping of symp- 
toms expresses a new pattern of behaviour resulting from 
a functional reorganization of activity of the entire brain, 
necessitated by impairment of the integrative role of the 
parieto-occipital region. This theory is advanced in 
explanation of the mechanism of loss of reaction to nocive 
stimuli on a psychological basis, and is similar to that 
postulated for the extinction phenomenon. Under 
normal conditions the brain is in a state of dynamic 
equilibrium—or dynamic inactivity—in which it is sub- 
ject to a constant influx of extraneous, endogenous, 
afferent impulses from the viscera, the somatic peripheral 
receptors, or elsewhere in the neuraxis. When the 
receptive-integrative functions of the parieto-occipital 
regions are impaired, the pattern of the applied painful 
stimulus is consequently so altered that it can be obli- 
terated by any of these concomitant enteroceptive 
impulses. That is, it is psychologically prevented from 
passing over into the motor sphere and exciting the 
appropriate reaction of defence. J. MacD. Holmes 


418. Congenital Universal Indifference to Pain 

D. A. Boyp and L. W. Nie. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 61, 402- 
412, April, 1949. 6 figs., 7 refs. 


The case history is given of a child of 7 who apparently 
did not feel pain—a feature noted by her parents before 
she was 1 yeat old. She had sustained, without feelin 
pain, fracture-dislocations of both elbows, a fracture o 
the left leg, a fracture of the right tibia followed by 
osteomyelitis, and numerous burns and lacerations. 
Cold sensations provided the only sensory source for 
complaint, and she disliked cold water. On examination 
numerous scars and deformities resulting from the 
various injuries were found. The cranial nerves were 
normal, there were no abnormalities in the motor system, 
and the reflexes also were normal. She was able to 
distinguish all types of sensory stimuli, but the usual 
painful responses were not obtained with any stimula- 
tion. Her intelligence quotient was 92 on the Bmmet scale, 


and she was right-handed. Special investigations, 
including encephalography, revealed no abnormality. 
The nature of this indifference to pain is discussed 
and the authors suggest two possibilities: (1) the pre. 
sence of a congenital structural defect with incomplete 
neural connexions and communicating fibres in the post- 
central area, with consequent inability to organize the 
complex concept of pain; or (2) absence of underlying 
neurological defect with presence of a disturbance 
resembling aphasia. J. W. Aldren Turner 


419. Acute Necrotizing Hemorrhagic Encephalopathy © 
R. D. Apams, J. CAMMERMEYER, and D. DENNy-Brown, 
Journal of Neuropathology and Experimental Neurology 
[J. Neuropath. exp. Neurol.] 8, 1-29, Jan., 1949. 13 figs., 
39 refs. 


Under the above descriptive, though somewhat 
clumsy, title the authors give an account of a hitherto 


‘rarely recognized disease with striking clinical and 


pathological features. Four cases are reported in detail, 
though the clinical history of one case is meagre because 
the patient died before a full history could be obtained. 
The clinical picture in all cases was that of an acute 
intracranial infection, resembling an acute bacterial 
meningitis, with fever, headache, stiff neck, and confusion, 
and rapid development of coma, death ensuing in 2 to 3 
days. The cerebrospinal fluid was sterile in 2 cases, 
however, and Staphylococcus aureus found in the third 
case may possibly have been a contaminant. The fluid 
had a high polymorphonuclear cell count, up to 2,000 
per c.mm. in one case, and the protein content was 
increased, but the sugar content was normal or only 
slightly reduced. There were neurological signs of a 
lesion in the cerebral hemispheres or brain stem before 
death (unilateral hemiplegia, followed by general 
convulsions, ophthalmoplegia, inequality of the pupils). 
At necropsy the lesions were so characteristic that a 
correct diagnosis was possible by inspection of the brain. 
There was swelling of the cerebral hemispheres and 
flattening of the surface. In 2 cases one hemisphere 
only was involved. Section of the brain disclosed large 
asymmetrical areas, several centimetres in diameter, with 
ill-defined margins, in which the tissues were soft, varying 
in colour from greyish-yellow to pink. A few small 
dark red haemorrhages were scattered throughout these 
lesions, which extended through the brain stem or the 
centrum semiovale. In 2 cases the pons, midbrain, 
subthalamus, and cerebellar peduncles were involved, 
and in these the lesions were much more haemorrhagic 
with less oedema of the tissues. The chief microscopical 
findings were: vascular necrosis; fibrin exudation into 
the Virchow-Robin spaces, whence it extended into 
the surrounding brain tissue; acute necrosis of brain 
tissue, most severe in the perivascular areas where 
exudation of fibrin had occurred; and an inflammatory 
reaction consisting of small, discrete infiltrations by 
polymorphonuclear cells, especially outside the rings of 
fibrin exudation. In all cases also there were small 
multiple haemorrhages into the brain tissues. A 
polymorphonuclear reaction was seen in the meninges, 
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particularly at the base of the brain, but no organisms 
could be found in this. 

The differential diagnosis between this disease and such 
forms of virus disease as equine encephalitis and St. 
Louis and Japanese B encephalitis is discussed and the 
authors give an excellent review of the literature on cases 
of haemorrhagic encephalitis which they believe to 
resemble their own. They suggest that a toxic or infec- 
tive agent settles in some part of the nervous system and 
there induces an allergic reaction, which results in 
necrosis and haemorrhage. Ruby O. Stern 


420. Prevention of Experimental ‘Allergic Encephalo- 


-myelitis in Guinea Pigs 


A. FerrRARO and C. L. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.] 8, 61-69, Jan., 1949. 2 figs., 16 refs. 


After the successful production of experimental 
encephalomyelitis in guinea-pigs, the authors report on 
several experiments designed to prevent the development 
of the disease in animals inoculated intraperitoneally 
by “ protection ’’ with intramuscular injection of a brain 
substance from animals subjected to electric convulsion 
treatment. Of 12 animals so treated (the brain substance 
used as a “‘ protective agent ’’ was from a monkey given 
electric convulsions) only one died—of broncho- 
pneumonia 40 days after subsequent injection of 
encephalitis-producing brain emulsion. Of 13 control 
animals not “* protected’, 11 died after development of 
neurological signs, and in these animals, the typical histo- 
logical changes of encephalomyelitis were seen. Having 
established the fact that animals can be protected from 
the disease by previous injection of brain tissue intra- 
muscularly, the authors are now working on four lines 
of investigation, namely, the minimum amount of brain 
necessary to establish protection; the maxirhum amount 
of brain which can be injected without itself inducing 
neurological signs or allergic reactions whilst giving 
protection; the nature of the protective agent; the 
importance of electric shock in the production of the 
protective substances. A definite solution can as yet 
be given only to the last problem. Injection of brain 
substance from an animal untreated by electric shock 
gave the desired protection, thus establishing that the 
results of electric shock treatment are unnecessary for 
the development of the protective reaction. [Results 
of the work now being carried out on the other problems 
will form the subject matter of a future paper, which will 
be awaited with interest.] Ruby O. Stern 


421. Production of Experimental Allergic Encephalo- 


- myelitis in Guinea Pigs via the Intraperitoneal Route 


C. L. CazzuLLto and A. Ferraro. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol. 8, 70-74, Jan., 1949. 4 figs., 5 refs. 


In these experiments an attempt was made to produce 
an encephalomyelitis in guinea-pigs by injection intra- 
peritoneally instead of intramuscularly of normal 
guinea-pig brain together with adjuvants and killed 
tubercle bacilli. This route was ‘selected for three 
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reasons: to enable the muscles of the neck to be used for 
injection of large protective doses of normal brain 
emulsion; to avoid relapses due to continuous absorption 
of antigen from the site of intramuscular injection; and 
to produce a higher rate of morbidity and mortality. 
The amount of antigen employed in these experiments 
on 40 guinea-pigs was reduced from the 3 ml. used for 
intramuscular injection to 1 ml. The mortality rate was 
the same as in animals injected intramuscularly, though 
the morbidity rate was somewhat higher. The type and 
distribution of the encephalomyelitis were the same.as for 
that produced by intramuscular inoculation. The 
authors consider that the most important advantage of 
intraperitoneal inoculation is in preventing slow, con- 
tinuous absorption of antigen which may aggravate the 
encephalitis produced or interfere with immunological 
processes. This route thereby permits clearer evaluation 
of the results of efforts made by the authors to prevent 
development of allergic encephalomyelitis. 
Ruby O. Stern 


422. An Investigation into the Presence of Antibodies 
and Hypersensitivity in the Encephalitis Produced Ex- 
perimentally by the Injection of Homologous Brain 
Suspensions 

K. R. Hitt. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 84, 302-333, April, 1949. | 
13 figs., 26 refs. 


Reports on experimental encephalomyelitis continue 


‘to appear. In this latest paper, in addition to an 


account of a repetition of the work of Freund and others 
on the production of experimental encephalomyelitis in 
guinea-pigs by injection of homologous brain suspensions 
plus adjuvants, the author describes his attempts to 
ascertain whether circulating antibodies are present and 
whether these antibodies can be passaged. An attempt 
was also made to produce the experimental disease in 
rabbits. These experiments on rabbits were negative 
in that no clinical or histological evidence of disease of 
the central nervous system was obtained, but specific 
complement-fixing and flocculating antibodies were pro- 
duced in these animals when a saline-brain suspension 
was used as antigen. 

In guinea-pigs, a meningo-encephalitis histologically 
identical with that previously described by other workers 
developed in 27 out of 32 animals, and specific anti-brain 
complement-fixing antibodies in a fairly low titre could 
be demonstrated in 12 of 23 animals tested, though in 
8 animals with typical brain lesions there was no anti- 
body formation. There was no correlation between the 
presence of meningo-encephalitis and the development 
of antibodies. Flocculating antibodies were not found 
in any of the guinea-pigs. Attempts to transfer the 
encephalitis in 12 animals by passive transfer of serum, 
tissue, or blood from affected animals were all negative, 
as also were skin tests for hypersensitivity performed 
with brain tissue. 

[Many good photomicrographs of the encephalitic 
lesions illustrate the paper.] Ruby O. Stern 


See also Section Infectious Diseases, Abstract 439. 
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423. Endogenous Psychoses Precipitated by Acute 
Infections. (Zur Frage der Auslésung endogener Psy- 
chosen durch akute Infektionen) 
F. Panse. . Archiv fiir Psychiatrie und Nervenkrankheiten 
[Arch. Psychiat. Nervenkr.| 182, 1-31, 1949. Biblio- 
graphy. 
Various mental disorders may be seen during an acute 
febrile infectious illness. Delirium and symptoms due to 
an accompanying encephalitis are most commonly met 
with, but the less common endogenous psychoses, 
brought on by an infectious disease, still remain obscure. 
The author describes 3 cases of typhus, 2 cases of malaria, 
and one of staphylococcal septicaemia during which 
schizophrenia-like symptoms appeared. Despite the 
fact that the patient recovered physically a chronic 
psychosis persisted, indistinguishable from an endogenous 
disorder. Discussing the part played by the infective 
agent in the development of the psychosis, the author 
considers hereditary predisposition to be of primary 
importance. He assumes that in predisposed individuals 
a toxic encephalitis precipitates the mental disorder. In 
cases from the Services the matter of pension may arise, 
and it is difficult to express an opinion on how much of 
the disability was related to military service. 
J. T. Leyberg 


424. Auditory Hallucinations and Subvocal Speech. 
Objective Study in a Case of Schizophrenia ; 

L. N. Goutp. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 109, 418-427, May, 1949. 1 fig., 
26 refs. 


It is well known that thinking is often accompanied 
by small movements of the vocal apparatus. The 
author noticed that in some patients with hallucinations 
a discontinuity in the expiratory sound could be heard 
through a stethoscope placed over the larynx; in one 
case he was able to amplify these sounds so that he him- 
self was able to hear and record a considerable part of 
the hallucinatory speech. The patient was a chronic 
paranoid schizophrenic woman of 46, whose symptoms 
had developed 17 years previously, after the death of her 
husband. Subvocal speech was of whispering character, 
present during both inspiration and expiration (sometimes 
‘taking the form of a dialogue between the two phases), 
and at a rate twice that of her ordinary whispered speech. 
It was incoherent. It was absent during sleep or when 
she was distracted by reading to herself, or copying, or 
being read to. There was marked correspondence 
between what was heard by the investigator and what was 
heard by the subject; the latter usually perceived more 
but considered that she herself did not catch all that was 
said. An electromyogram showed increased muscle 
potentials from two leads on the lower lip during periods 
when she had hallucinations, and this latter finding was 
confirmed in other patients in whom subvocal speech 
could not be recorded. Not only does this work 
provide an objective method of verifying the presence of 
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auditory hallucinations in some cases but it may throw 
light on the nature and origin of hallucinations. 
Elliott Emanuel 


425. Incidence of Physical Disorders Among Psychiatric 


In-patients. A Study of 175 Cases 
H. E. S. MARSHALL. British Medical Journal (Brit. med. 
J.) 2, 468-470, Aug. 27, 1949. 3 refs. 


Of 124 women and 51 men admitted to the Psychiatric - 


Unit of St. George’s Hospital, London, 77 were suffering 
from a physical condition requiring treatment. The 
physical condition contributed to the onset of the 
psychological illness in 38 instances, resulted from the 
psychological disorder in 10, and was apparently not 
related to the psychological trouble in 50. Of the 10 
instances in which the physical condition was related to 
the psychological state, in 6, lesions were caused by 
suicidal attempts. In 26 patients no relation could be 
found between the psychiatric state and the physical 
disease. The author lists 61 different abnormal physical 
conditions found in 108 patients with affective reactions, 
22 with hysterical conditions, 20 with schizophrenic, 16 
with obsessional, and 5 with organic reactions, and in one 
case of hypochondriasis, one of neurasthenia, one of 
behaviour disorder, and one of drug addiction. There 


‘were abnormal laboratory or radiological findings in 


47 cases. G. de M. Rudolf 
426. Results of Treatment of Acute Catatonia by Ex- 
change Transfusion. (Uber Ergebnisse der Behandlung 
akuter Katatonien mit der Durchblutungsmethode) 

P. KiELHOLZ. Schweizer Archiv fiir Neurologie und 
Psychiatrie [Schweiz. Arch. Neurol. Psychiat.] 63, 230- 
245, 1949. 14 refs. 


In accordance with an opinion, popular in continental 
psychiatry, that schizophrenia is due to a dual set of 
factors: (1) the heredo-familial, effecting a selective 
susceptibility and lessened resistance on the part of cer- 
tain brain structures, and (2) an unknown endogenous 
toxic agent causing destruction in these susceptible 


structures, a new biological method of treatment was 


tried out in acute catatonic states. The purpose was to 
influence the reported abnormality of blood composition 
in those conditions by exchange transfusion. Over 
5 consecutive days 350 to 850 ml. of blood was removed 
and immediately replaced by a transfusion of the same 
quantity of citrated fresh blood together with 100 to 
200 ml. 5-8% glucose. Six cases of acute catatonic 
attacks were treated; it was possible to stop the,attack 
in 2 cases and to influence favourably the progress of the 
illness in the others. The case records show, however, 
that in 3 of the “ favourable” cases a course of insulin 
was given after the failure of the transfusion method, in 
one case the condition remained unchanged, and two 
patients could be discharged without additional treat- 
ment. The duration of recovery is not indicated. 
: F. F. Kino 
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Infectious Diseases 


VIRUS INFECTIONS 


4277. Another Case of Louping-ill in Man. Isolation of 
the Virus 

E. G. Brewis, C. NEUBAUER, and E. W. Hurst. Lancet 
[Lancet] 1, 689-691, April 23, 1949. 1 fig., 6 refs. 


This paper reports a case of natural infection with the 
virus of louping-ill in a 17-year-old hill shepherd and 
gives the clinical history and details of diagnosis. The 
case occurred in the late spring when the disease is pre- 
valent among sheep, owing to the activity of the sheep 
tick Ixodes ricinus. The illness was biphasic, the primary 
phase occurring a week before the main illness and con- 
sisting of pain in the sternomastoid muscles and the 
cervical lymph nodes. There was no pyrexia or sore 
throat. The secondary phase consisted of pyrexia, 
painful neck, vomiting, dizziness, and inability to walk 
straight. When the patient was admitted to hospital the 
trunk was found to be covered with ticks. Examina- 
tion of the cerebrospinal fluid on three occasions showed 
changes similar to those found in other virus infections 
of the nervous system. The specimen of fluid taken on 
admission (while the patient was still febrile) was injected 
intramuscularly and intracerebrally into 6 mice; 5 
remained well, but one showed nervous symptoms after 
9days. Repeated passage resulted in the production of 
symptoms and lesions indistinguishable from those of 
louping-ill. The patient’s serum neutralized this patho- 
genic agent to the same extent as did the serum of a 
person known to have contracted a laboratory infection 
of louping-ill in 1932. The patient’s serum, taken at the 
onset of nervous symptoms and 10 days later, was shown 
to contain antibody against known louping-ill virus. 
Serum taken 6 weeks later neutralized roughly 100 times 
more virus than did the first sample, while serum from the 
patient’s father had no neutralizing capacity whatever. 
Finally, mice inoculated with the patient’s virus were 
found to be protected against the injection of known 
louping-ill virus and vice versa. It seems, therefore, 
that the infective agent isolated was the virus of louping- 
ill and that, in clinical cases, intracerebral inoculation 
of mice with the patient’s cerebrospinal fluid may serve 
as a method of isolation. Margaret Buchanan 


428. Experimental Rubella in Human Volunteers 


§.G. ANDERSON. Journal of Immunology [J. Immunol.) 


62, 29-40, May, 1949. 1 fig., 5 refs. 


By introducing throat washings from patients with a 
typical attack of rubella into the respiratory tract of 
33 volunteers the disease was reproduced in a number of 
cases. Various techniques were employed in the prepara- 
tion and inoculation of the washings. When stored at 
—70° C. for over 90 days they retained their infectivity. 
The disease did not develop in any of 9 volunteers who 
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had a history of rubella 6 to 9 years ago. The experi- 
mentally produced condition presented the typical 
clinical picture, and secondary cases developed among 
contacts. The author suggests that deliberate infection 
of young women, with strict isolation during the period 
of infectivity, might be adopted as a method of protect- 
ing them against contracting the disease during the 
child-bearing age. ~ W. G. Harding 


429. Pneumonia Produced by a Meningopneumotropic 
Virus. Report of a Fatal Case, with Observations on the 
Interrelationship of Psittacosis-like Viruses 

P. F. peGARA and J. FurtH. Archives of Pathology 
[Arch. Path.] 45, 474-493, April, 1948. 15 figs., 28 refs. 


The authors’ describe the post-mortem findings in a 
woman aged 47 years who died of an unusual type of 
pneumonia in the New York Hospital. In three succes- 
sive experiments a virus (designated virus “‘ M ”’) which 
was pathogenic for mice, producing pneumonic consolida- 
tions in which abundant elementary particles could be 
identified, was isolated from the patient’s lung. In 
control experiments the virus was not isolated from 
suspensions of normal mouse lung, nor from human 
throat washings, serum, or suspensions of lung tissue, 
indicating that it is neither saprophytic in mice, nor 
an inhabitant of the normal human throat or lungs. 
In mice, virus M produced a fatal meningo-encephalitis 
with paralysis when injected intracerebrally and 
pneumonia when instilled intranasally, the disease 
remaining localized to the organ inoculated although 
the virus was present in the blood for at least 14 
days. The pulmonary lesions were~ predominantly 
alveolar, with some interstitial consolidation. After 
2 to 4 days, polymorphonuclear leucocytes and mono- 
cytes, chiefly the former, were abundant in _ the 
alveoli, many of which were filled with oedema fluid. 
Spherical elementary bodies, larger than those of mouse 
pneumonitis, were lying both free and within the leuco- 
cytes. In animals dying after 7 days, mononuclear cells 
predominated and there was alveolar haemorrhage and 
massive oedema; the number of elementary particles 
was less. A perivascular lymphoid infiltration began to 
develop, and increased in severity during the second week ; 
this persisted even after the disappearance of elementary 
particles and the almost complete resolution of the 
pneumonia. Pleurisy was never conspicuous, neither 
bronchitis nor suppuration occurred, and there was no 
breakdown of the alveolar septa. The pathogenicity of 
the virus in mice, when inoculated by intraperitoneal 
injection, was only slight, while subcutaneous and intra- 
testicular injection of pneumonic lung suspensions had 
no ill effect. The virus, which passed Berkefeld V filters 
but was mostly withheld by N filters, was slightly 
pathogenic for rats and guinea-pigs, and was moderately 
susceptible to penicillin. 


96 INFECTIOUS DISEASES 


In the authors’ case, the histological changes in the 
lung were similar to those produced by the viruses of the 
psittacosis group; and a survey of previously reported 
cases showed little difference between psittacosis and 


- psittacosis-like pneumonias, although both of these 


differ from other known virus pneumonias, such as 
primary atypical pneumonia, which is essentially an 
interstitial inflammation. Cross-immunity studies 
showed only minor antigenic differences between 
virus M and the agents of meningopneumonitis, orni- 
thosis, and human pneumonitis. The authors suggest 
that until further study has elucidated their interrelation- 
ship, these agents should all be named “ psittacosis-like 
viruses ’’, and they propose the collective term “ cyto- 
microbes ”’ for this group of organisms that are visible, 
but require living cells for multiplication. 
Wilfrid E. Hunt 


430. An Outbreak of Sylvan Yellow Fever in Uganda 
with Aedes (Stegomyia) africanus Theobald as Principal 
Vector and Insect Host of the Virus 

K. C. SmiTHBuRN, A.J. Happow, and W. H.. R. 
LUMSDEN. Annals of Tropical Medicine and Parasitology 
[Ann. trop. Med. Parasit.] 43, 74-89, April, 1949. 1 fig., 
17 refs. 


This excellent paper is a further report of the work of 
the research team of the Yellow Fever Research Institute, 
Entebbe, Uganda. The investigations were made in 
Bwamba County, situated in western Uganda south of 
the Semliki River and south-east of Lake Albert. 

When an outbreak of yellow fever occurred in this 
area in 1941 mass immunization of the inhabitants was 
carried out, and on examination several years later 
immunity was found to be well maintained. If children 
born after 1941 proved to be immune, it would indicate 
that they had been infected; this was found to be the 
case, for surveys in 1946 and 1947 showed an increased 
incidence of immunity with increasing age, up to 69-8% 
in children aged 4 years. As these children seldom 
entered the forest, and as immunity was high in the 
general population, this indicated that yellow fever was 
often being brought to. the people from endemic foci 
among the forest monkeys. As African monkeys 
usually have a mild form of yellow fever and recover, 
a “‘ sentinel-monkey programme ” was begun in August, 
1945, with non-immune rhesus monkeys (Macaca 
mulatta); they were placed at intervals in the forest on 
platforms in the trees about 50 to 60 feet (15 to 18 
metres) above the ground, at first in cages but later 
without cages, because it was found that the mosquito 
Aédes africanus, most suspected as a vector, would not 
enter a cage to bite a monkey though it bit freely in the 
open. 

In June and July, 1948, 8 of the monkeys were infected, 
as shown in 4 by immunity tests and in 4 by fatal attacks; 
the yellow-fever virus was isolated from the latter. 
Biting insects of several genera were caught, ground up, 
and inoculated into rhesus monkeys; 4 of these were 
infected by inoculation of A. africanus and one by bites 


of this species. A rhesus monkey was also infected by 


inoculation of Phlebotomus spp., and further investiga- 


tions of the possible part played by this genus in the 
transmission of yellow fever are being made. 
In South America, man becomes infected by en 

the forest to cut timber, but in Africa it is probelieg that 
the monkeys are infected by A. africanus in the forest, 
and when they raid plantations they are bitten by and 
infect Aédes simpsoni, which in turn infects nian. The 
chief reservoir host of the virus is probably A. africanys 
in parts of Africa such as Uganda, where the climate 
allows it to survive throughout the year. J. F. Corson 


431. The Role of the Sympathetic Nervous System ig 
Acute Poliomyelitis. Preliminary Report 

E. SmitH, P. ROSENBLATT, and A. B. LIMAURO. Journal 
of Pediatrics [J. Pediat.| 34, 1-11, Jan., 1949. 2 figs, 
12 refs. 


Clinical evidence of sympathetic nervous system 
involvement in acute poliomyelitis is afforded by the 
occurrence of Horner’s syndrome, pulmonary vasospasm, 
pylorospasm, constipation or diarrhoea, intestinal 
obstruction, urinary retention or incontinence, and 
cutaneous angioparesis or spasm. Similarities between 
the angiospasm of poliomyelitis and that in Raynaud's 
disease and intermittent peripheral arterial claudication 
may also be noted. 

Oscillometric observations were made in 12 cases of 
poliomyelitis; the oscillometric excursions were well 
below the normal average, in the non-paralysed as well 
as in the paralysed limbs. Confirmatory pathological 
evidence for the occurrence of angiospasm in acute 
poliomyelitis was found in the sympathetic ganglia and 
lateral horns; oedema, round cell infiltration, and 
degenerative changes in the ganglion cells were present. 
It is considered that the ischaemia produced by vaso- 
spasm is responsible for the muscle pain and spasm in 
poliomyelitis. Methods of relieving this ischaemia were 
tried. Hot packs and short-wave diathermy with a 
rhythmic constrictor produced temporary relief; nico- 
tinic acid in 100 mg. doses had no effect on the spastic 
blood vessels. Intravenous injection of procaine 
caused vasodilatation in the affected limbs in four cases 
of chronic poliomyelitis. The authors conclude that 
further investigations into the sympathetic nervous 
system in poliomyelitis may lead to a better understand 
ing of the disease and a more scientific therapeutic 
approach. P. T. Bray 


See also Section Hygiene and Public Health, 
Abstract 14. 


432. Some Observations on the Pathology of Infectious 
Hepatitis and Allied Conditions 

J. W. Perry. Medical Journal of Australia (Med. J. 
Aust.) 1, 547-549, April 23, 1949. 15 refs. 


The author reviews part of the literature on infective 
hepatitis, showing how the modern concept of the 
pathological changes has been evolved. He then 
describes the case of a child, 2 years 11 months old, 
who died from acute hepatic failure, presumably due to 
infective hepatitis. There was a concurrent mild 
epidemic. Two other cases are described: the first is 
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that of an infant in whom a fatal infection due to Sal- 
monella derby was diagnosed. The liver was enlarged, 
with gross accumulation of fat. The second case is also” 
that of an infant in whom infections with Salmonella 
derby and Staphylococcus aureus (abscesses and osteo- 
myelitis), measles, whooping-cough, and infection with 
Salmonella bovis morbificans followed one another, 
necessitating 18 months’ almost continuous stay in 
hospital. The last infection proved fatal. The liver 
contained multiple abscesses but gross fatty change was 
absent. The difference between changes in the two 
livers is used to illustrate the thesis that infection per se 
is not the only agent in producing fatty changes, and 
that associated factors, such as starvation, are of great 
importance. W. H. Horner Andrews 
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433. “ Aureomycin ’’, a New Orally Effective Anti- 
biotic. Clinical Trial in Rocky Mountain Spotted Fever, 
Results of Susceptibility Tests and Blood Assays Using 
a Turbidimetric Method 

G. T. HARRELL, M. Meaps, and K. Stevens. Southern 
Medical Journal [Sth. med. J.] 42, 4-13, Jan., 1949. 
4 figs., 9 refs. 


The authors of this paper have treated 3 cases of 
Rocky Mountain spotted fever with aureomycin, an 
antibiotic derived from Streptomyces aureofaciens. 
The treatment of this disease has hitherto been unsatis- 
factory, hyperimmune sera, arsenic, mercury, and 
sulphonamides all having been tried without success. 
The harmful effects of sulphonamides in rickettsial 
diseases led to the trial of para-aminobenzoic acid 
(PABA), which is antagonistic to sulphonamides in 
vitro, and which was found to inhibit the growth of 
rickettsiae in vivo; large doses of the drug were, however, 
required. 

Aureomycin is relatively non-toxic and can be given 
orally. It has been found to be effective in vitro against 
most strains of rickettsiae, as also against a wide range 
of Gram-positive and Gram-negative bacteria and 
certain viruses. The authors’ own experiments have 
shown that the Gram-positive cocci were far more 
sensitive in vitro than the majority of Gram-negative 
bacilli. In rickettsial infections in vivo aureomycin 
apparently has the property of penetrating cell membranes 
and attacking the rickettsiae within the cells. In the 
3 cases of Rocky Mountain spotted fever in this series 
the drug was given in 50 mg. doses in capsules by mouth 
6-hourly, except to one patient who was semi-comatose 
and received 40 mg. of the lyophilized drug as the hydro- 
chloride intramuscularly 6-hourly. Treatment with 


aureomycin was instituted on the Sth, 9th, and 11th day © 


of disease respectively and continued for 5 to 7 days, 
together with intensive supportive therapy. For com- 
parison, temperature charts are reproduced from cases 
of comparable severity treated with supportive therapy 
only, PABA only, and aureomycin. Whereas non- 
specific treatment had little effect on the temperature 
and PABA only a moderate effect, with aureomycin it 
fell to normal in 3 to 4 days. Other effects noted with 
M—H 
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aureomycin were reduction of toxaemia, fading of 
the rash, and relative lack of complications. The 
authors also quote a case in which treatment was insti- 
tuted late, but in which quite a favourable response was 
obtained. 

It is suggested that the daily parenteral dose of aureo- 
mycin should probably be within the range of 5 to 10 mg. 
per kg. body weight and the oral dose 50 to 100 mg. per 
kg. (3 to 6 g. daily for an adult). Jn vitro studies showed 
that aureomycin rapidly lost activity when in solution 
at a pH and temperature within the physiological range, 
and that for parenteral use it must therefore be freshly 
prepared from the powdered drug for each dose. This 
fact also vitiated the common microbiological methods 
for measuring antibiotic activity and a new turbidometric 
method of assay is described, whereby the serum level 
of aureomycin may be measured. 

The authors draw the tentative conclusion that aureo- 
mycin is as effective as any drug yet tried in the treatment 
of Rocky Mountain spotted fever, and that in view of its 
low toxicity it can be given in the early stages of a sus- 
pected case without harm, even if the diagnosis is not 
subsequently confirmed. In an addendum they mention 
26 further cases treated by other observers, in 25 of 
which a favourable response with aureomycin was 
obtained. They suggest its trial by oral administration 
in other diseases, such as tuberculous meningitis, endo- 
carditis, and urinary tract infections. 

J. V. Armstrong 


434. Antibody Response to Vaccination Against Murine 
Typhus - 

J. P. Fox, E. R. RicKArRD, J. VAN DER SCHEER, and H. R. 
Cox. American Journal of Hygiene [Amer. J. Hyg.] 
49, 321-339, May, 1949. 1 fig., 40 refs. 


In an investigation carried out on more than 400 
inmates of a penal institution in Florida, methods of 
vaccination against murine typhus and types of vaccine 
were compared; the development of complement- 
fixing antibodies was used as an index of response. 
Vaccines prepared from the yolk sacs of infected chick 
embryos and purified by ether extraction were cmployed. 
Three 1 ml. doses of this vaccine gave the best results, 
judged by the average titre and the proporticn of persons 
developing antibodies. A single 1 ml. dose, and vaccines 
precipitated by alum and zinc, were less effective. A 
single injection of 3 ml. provoked nearly as good a 
response. By methanol or sodium sulphate precipita- 
tion the same amount of antigen could be concentrated 
in a 1-ml. dose. A water-in-oil emulsion in a mix- 
ture of atreol” and “ falba”’ provoked a slightly 
poorer response, but the antibodies persisted for a 
longer period afterwards. Intradermal inoculation 
was not as effective as subcutaneous. There were few 
general reactions, but some local reactions occurred, 
subcutaneous nodules often forming where the oil-in- 
water emulsions were inoculated. 

By the 22nd week after inoculation the level of anti- 
bodies had usually fallen markedly; antibody produc- 
tion could again be stimulated by a booster inoculation. 
A higher proportion of persons responded to the latter 
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and the response did not depend on the method used for 
primary inoculation or on the response to the latter. 
The response was, within limits, directly proportional to 
the amount of antigen in the booster inoculum. Better 
results were obtained when the inoculation was given 
50 weeks after primary inoculation than when it was 
given after 28 weeks. There was no advantage in giving 
the inoculation intradermally. 

A number of sera were tested for rickettsial agglutina- 
tion; this proved a more sensitive test for antibodies 
than the complement-fixation test. The sera of 16:°3% 
of persons contained antibodies, believed to be specific, 
before inoculation, although of the whole group only 
five gave a previous history of typhus. Some, but not all, 
of those whose serum originally contained antibodies 
responded to a single dose of vaccine better than those 
without antibodies. — D. G. ff. Edward 


435. The Effect of Typhus Vaccine on the Numbers of 
Rickettsiae in Body Lice of Typhus Patients 

J. C. Snyper, E. S. Murray, A. YEOMANS, C. J. D. 
ZARAFONETIS, and C. M. WHEELER. American Journal 
of Hygiene [Amer. J. Hyg.) 49, 340-345, May, 1949. 
1 fig., 13 refs. 


Lice were allowed to feed continuously for 10 days 
on 6 patients suffering from epidemic typhus who had 
previously received 3 or more doses of the Cox type of 
vaccine, and on 10 non-immunized patients. Serial 
dilutions of suspensions of the lice were afterwards 
injected into cotton rats. Sublethal doses of Rickettsia 
prowazekii will protect cotton rats against subsequent 
inoculation with an otherwise fatal dose of the same 
organism. On the assumption that at least one micro- 
organism is required to provide immunity the 50% 
immunizing dose was used to determine the number of 
rickettsiae in the suspensions of lice. 

The presence of R. prowazekii was demonstrated 
directly in the blood of all the non-immunized patients 
and also in the suspensions of lice which had fed on 
them. In this group the mean value for the number of 
rickettsiae in the suspensions of lice (5 lice per ml.), 
was 2,300 per ml. The presence of rickettsiae could not 
be demonstrated in the blood of any of the immunized 
patients by animal inoculation, but rickettsiae were 
found in suspensions of lice from 5 of the 6 patients. 
Their numbers, however, were significantly fewer, 
approximately 10 per ml. 

‘These facts are of importance in considering the possi- 
bility that large-scale immunization without delousing 
measures might control anepidemic. D. G. ff. Edward 


436. The Nature of Immunity against Scrub Typhus 
in Guinea-pigs. [In English] 

W. Kouwenaar and H. Essevetp. Documenta Neer- 
landica et Indonesica de Morbis Tropicis [Docum. Neer. 
indon. morb. trop.) 1, 34-40, March, 1949. 23 refs. 


In Sumatra 14 out of 15 strains of Rickettsia orientalis 
isolated from patients with scrub typhus produced 
homologous and heterologous cross-immunity in guinea- 
pigs. Immunity experiments were carried out in guinea- 
pigs with a strain which produced a high percentage 


of “ takes’’ and mutual cross-immunity. Guinea-pigs 
which survived inoculation were immune up to 708 days 
after the primary infection. Slight histological changes 
in the testicles of infected immunized animals suggesteg 
that immunity was not complete. Preliminary injection 
of convalescent serum failed to protect. guinea-pigs 
subsequently inoculated with infected material, by 
mixture of this material at room temperature for 2 hours 
before inoculation, while not influencing the number of 
animals developing the disease, appeared to reduce the 
death rate. R. orientalis was recovered regularly for 
periods up to 635 days, beyond which observations were 
not continued, from the body fluids and organs (especially 
the spleen) of clinically immune guinea-pigs by inocula- 
tion of material fyom these animals into healthy guinea- 
pigs. These results suggest that immunity is due to the 
persistence of viable rickettsiae in the body, and may 
explain the relative failure of inactivated rickettsial 
antigens in man. _ J. L. Markson 


437. Laboratory Infections in Relation to the Aetiology 
and Epidemiology of Typhus and Trench Fever. (Labora- 
toriumsinfektionen in Beziehung zu 4tiologischen und 
epidemiologischen Fragen beim Fleckfieber und Wolhyn- 
ischen Fieber) 

F. Weyer. Zeitschrift fiir Tropenmedizin und Parasi- 
tologie |Z. Tropenmed. Parasit.] 1, 2-32, 1949. 34 refs, 


An account is given of 14 cases of typhus infection 
among the laboratory personnel entrusted with feeding 
infected lice and handling the highly infectious material. 
The outstanding feature of this outbreak is that, because 
all members of the staff had previously been vaccinated 
against rickettsial infection, the disease ran a very mild 
course and there were no deaths. In 13 of these cases 
rickettsiae were demonstrated by the louse-feeding test. 
In addition, 3 cases are described in which a relapse, 
diagnosed as trench fever, occurred in persons who had 
previously had an attack of the same disease and were 
subsequently inoculated against it. At least two 
identifiable rickettsial strains (R. mooseri and R. pro- 
wazekii) were demonstrated in all patients by the louse- 
feeding test and guinea-pig inoculation. In all patients 
extracellular. rickettsiae were present for many months 
after the abatement of clinical symptoms of the disease, 
and in one case intracellular rickettsiae were present in 
a louse. The extracellular parasites were apathogenic 
for mice and lice, while the intracellular rickettsiae were 
highly pathogenic for mice and lice. Having regard to 
the previous history of affected persons and the morpho- 
logy of the isolated micro-organisms, the infections 
might be classified as typhus relapses, primary attacks 
of trench fever, or attacks due to a mixed infection. 
The epidemiology of the outbreak in relation to- the 
persistence of the infection in the affected individuals 
is discussed. P. Fox 


438. Experimental Transmission of Q Fever by Ambly- 
omma cajennense 

E. C. DE RODANICHE. American Journal of Tropical 
Medicine [Amer. J. trop. Med.] 29, 711-714, Sept., 1949. 
8 refs. 
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439. Acute Serous Meningitis and Encephalitis Com- 
ting Scarlet Fever 

L. K. Sweet. Pediatrics [Pediatrics] 3, 442-455, April, 

1949. 12 figs., 11 refs. 


Involvement of the nervous system during scarlet fever 
has been regarded as rare and the principal nervous 
complication has been thought until recently to be the 
infection of the meninges with Streptococcus haemolyticus. 
Acute aseptic serous meningitis and encephalitis have 
been recorded as complications of scarlet fever only in 
isolated cases. 

In this paper the author describes 24 cases of acute 
serous Meningitis and one case of encephalitis occurring 
in a series of 2,490 cases of scarlet fever treated at the 
Gallinger Municipal Hospital, Washington, D.C., 
during the course of the past 8*years. All the cases of 
serous Meningitis occurred in children between the ages 
of 2 and 14 years, and 18 of the 24 patients were between 
the ages of 4 and 9 years. During the last 5 years, when 
special watch was being kept for the condition, there were 
21 cases of serous meningitis in 1,601 patients with 
scarlet fever, an incidence of 1-3%. The clinical features 
were as follows: in the majority of cases onset of 
meningeal symptoms occurred in the second half of the 
first week of illness. Headache and vomiting were 
prominent symptoms, but the evidence of meningeal 
irritation varied considerably in degree from one case to 
another. The temperature usually rose to 100°-104° F. 
(37-:8°-40° C.) coincident with the development of signs 
of involvement of the central nervous system. The 
amount of neck rigidity was usually very slight, so that it 
could easily be missed on examination. Examination 
of the cerebrospinal fluid constantly showed an increase 
in the number of leucocytes, which varied from 20 to 
1,000 per c.mm., and in nearly all cases 90% or more 
were lymphocytes. All specimens of fluid were sterile 
and no evidence of virus infection could be found; the 
protein content was raised, the maximum being 100 mg. 
per 100 ml., and the sugar and chloride levels were 
normal. All children recovered quite quickly and 
patients examined 3 to 8 years later were quite normal. 
No specific treatment was given for the meningitis. 

The one case of encephalitis recorded was in a child 
aged 4 years suffering from scarlet fever. On the 13th 
day of the illness the pyrexia increased to 101° F. 
(38-3° C.) and on the 15th day he became drowsy and 
listless. Treatment with sulphadiazine was started on 
the 17th day. Lumbar puncture yielded a fluid contain- 
ing 570 cells per c.mm. (85% of which were polymorpho- 


nuclear leucocytes), 84 mg. of protein per 100 ml., and . 


120 mg. of glucose per 100 ml. On the 20th day there 
was paralysis of the inferior oblique muscle of the left 
eye, the left arm was flaccid, all the other extremities were 
spastic, and an extensor plantar response was obtained 
on the right side. The patient was incontinent and 
responded only to very painful stimuli. He then began 
to improve and had completely recovered by the Sist 
day after the onset of his illness. He was quite well 
3 years later. P. T. Bray 
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440. Results of Schick Testing Three Years After the 
Injection of Protamine Diphtheria Toxoid 
V. Ross. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 77, 450-453, April, 1949. 8 refs. 


Although measurement of antitoxin levels in blood 
gives a more accurate estimate of the degree of immunity 
produced by prophylactic innoculations, the Schick test 
is of value in estimating such immunity after the use of 
diphtheria toxoids, since the higher the degree of im- 
munity the longer subjects should remain Schick negative. 
This test was used in the present investigation, 121 
children being tested 36 to 38 months after receiving 
one injection of protamine diphtheria toxoid. Of these 
children 95% were found to be still immune. The work 
of Ross and others (Amer. J. publ. Hith, 1946, 36, 645) 
indicates that this agent is more efficient in immunization 
than alum-precipitated toxoid. 

The author states that, though one injection of prot- 
amine toxoid apparently produces a satisfactory immune 
reaction, two doses should preferably be given. 

A. T. Macqueen 


441. Penicillin and Streptomycin in the Treatment of 
Haemophilus influenzae Meningitis 

J. Tom and S. Wittiams. Medical Journal of Australia 
[Med. J. Aust.] 1, 573-575, April 30, 1949. 1 fig., 4 refs. 


This is a review of 13 cases of Haemophilus influenzae 
meningitis, type B, treated with streptomycin, together 
with full doses of sulphadiazine and rabbit antiserum, 
at the Royal Alexandra Hospital for Children, Sydney. 
The authors point out that until 1937 H. influenzae 
meningitis was almost uniformly fatal. The use of the 
sulphonamides, at first alone and later in conjunction 
with rabbit antiserum, considerably reduced the fatality 
rate; and British workers obtained a good clinical 
response to large intrathecal doses of penicillin without 
adjuvant treatment. Some 15 patients were also treated 
with penicillin in addition to sulphonamide and serum 
therapy, but the authors consider that their doses of the 
antibiotic were inadequate. As streptomycin became 
available in Australia while a theoretically effective 
course was being evolved, further trials of penicillin 
were not made. In all the 13 cases analysed strepto- 
mycin was injected intramuscularly and intrathecally. 
The intramuscular dosage was 20,000 units per Ib. 
(450 g.) body weight every 24 hours with three or four 
evenly spaced intervals between the injections, while 
30,000 to 50,000 units in a concentration of 10,000 units 
per ml. was injected intrathecally once every 24 hours. 

The duration of streptomycin treatment is based by 
the authors on a standard scheme: intrathecal injections 
for 5 days after the cerebrospinal fluid has become sterile 
and intramuscular injections for the same period and for 
two further days after the cessation of intrathecal therapy. 
There were only 2 fatal cases in the series; both patients 
were infants and both were moribund on admission. 
The others recovered completely, although in one instance 
recovery was delayed for some months by a hemiplegia. 

The authors agree that penicillin in adequate dosage 
can be a useful addition to existing methods of treatment, 
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but they believe that streptomycin is the antibiotic of 
choice; its use involves only one intrathecal injection 
daily, there are no toxic or vestibular phenomena, 
and bacteriological clearance is effected “‘ abruptly and 
completely’. Although Hoyne and Brown (J. Amer. 


med. Ass., 1948, 136, 597) advocate intramuscular - 


injection of streptomycin alone and believe that rabbit 
serum may become superfluous, the present authors 
consider that, for the time being, the combination of 
sulphonamides, immune serum, and _ streptomycin 
(intramuscularly and intrathecally) must be retained. 
E. H. R. Harries 


442. Treatment of Whooping-cough by Means of 
Altitude Flying and Decompression. (Behandlung af 
pertussis ved hojdeflyvning og ophold i undertryskam- 
mer) 

H. Harpotu. Nordisk Medicin (Nord. Med.| 41, 
164-167, Jan. 28, 1949. 10 refs. 


The author reports the results of an investigation in 
Denmark into the effects of flying and decompression on 


the symptoms of patients convalescent from whooping- — 


cough. Previous reports of the effect of flying have 
been conflicting, and the treatment is expensive. 

A series of 372 patients, certified by doctors as having 
had whooping-cough [age and duration of disease not 
stated] were collected and records were made of their 
symptoms before treatment. They were divided into 
three groups: (1) a control group of 50 who remained 
at home; (2) 101 patients who were taken in an 
ambulance plane to a height of 3,500 m. for an hour or 
more; (3) 221 patients who were to be treated in a 
decompression chamber. Of the last group only 135 
reported for treatment (all those chosen for aeroplane 
treatment attended) and they were divided into three 
subgroups; 59 underwent decompression to a pressure 
equivalent to that at 3,500 m. for 90 minutes, 32 to the 
equivalent of pressure at 200 to 800 m. only at the begin- 
ning and end of the 90 minutes, and 44 underwent no 
ile although the motor was run to deceive 

m. 

Parents were asked to record symptoms for the follow- 
ing 10 to 12 days. The number of records returned 
varied in proportion to the impressiveness of the treat- 
ment, records of 100% of those who flew, 89% of those 
“ decompressed”’, and 40% of those who remained at 
home being received. Of those who flew 60% showed, 
usually after a preliminary worsening of symptoms, a 
significant decrease in the severity and frequency of the 
cough and an improvement in appetite and sleep. Of 
those who went into the decompression chamber there 
was a similar improvement in only 27%, and differences 
between the subgroups were negligible, suggesting that 
decompression per se has no effect. In the control 
group (from which only 20 records were returned) 
4 parents reported a significant improvement during the 
period of the test but the numbers involved are too small 
to be very helpful. 

The author is conscious of the questionable reliability 
of parents’ reports but concludes that flying treatment 
alleviates the symptoms and shortens the duration of 
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convalescence in whooping-cough. He suggests that 
psychical factors and stimulation of deep breathing by 
oxygen lack may both play some part, but that radiation 
effects at 3,500 m. are the most important factor. 

[The abstracter’s impression is that psychological 
factors may well have been predominant. It would have 
been interesting to have had a control group flying in a 
pressurized cabin aircraft, pressure being equivalent to . 
ground level, with or without control of radiation 
effects. ] A. M. M. Wilson 


See also Section Pharmacology and Therapeutics, 
Abstract 86. 


443. Dysentery in South Persia 
I. S. Stewart. British Medical Journal [Brit. med. J. 1, 
662-663, April 16, 1949. 


During the 12-month period ending April 1, 1948, 
1,430 cases which, on clinical or laboratory grounds, 
were regarded as dysenteric occurred among the 30,000 
male artisan employees of the Anglo-Iranian Oil Com- 
pany, Abadan Island, South Persia, the patients being 
admitted to a segregated wing of the hospital. In only 
59 of these cases was Entamoeha histolytica found in the 
stools; there were 698 cases, clinically of the bacillary 
type, in which the organism was not isolated, but which 
responded to sulphaguanidine, and in the 540 confirmed 
bacillary cases Shigella dysenteriae Flexner was by far 
the most common organism isolated (353 cases). 

Patients with dysentery of bacillary origin were 
treated with sulphaguanidine, 4 g. 4-hourly, until they 
were afebrile and symptomless. After an interval of 
2 days a stool was cultured and the 35 carriers who were 
detected by this method were given a further course of 
100 g. of sulphaguanidine. All were then found to be 
free from infection. An analysis of the amount of 
sulphaguanidine required to cure infection with different 
bacterial types is given. The patients with amoebic 
dysentery were given 20 g. of sulphaguanidine during the 
first 24 hours, followed by emetine hydrochloride, 1 gr. 
(65 mg.) daily for 10 days, and then quinoxyl both by 
mouth and as a retention enema for 5 days. Of the 
54 patients treated, 7 relapsed during the year. No 
death occurred in the series and the only complication 
worthy of record was acute hepatitis (10 cases) which 
may not have been amoebic, but which responded to 
emetine in all cases. W. H. Horner. Andrews 


444. Melioidosis. Aetiology, Clinical Features, and 
Pathogenesis, with Reference to 28 Cases. (La miélioi- 
dose. Considérations étiologiques, cliniques et patho- 
géniques a propos de 28 cas) 


M. ALAIN, J. SAINT-ETIENNE, and V. REYNES. 
Meédicine Tropicale (Méd. trop.] 9, 119-142, March- 
April, 1949. 11 figs., bibliography. 


The polymorphic nature of melioidosis is stressed, cases 
being classified as acute, subacute, and chronic. Pleuro- 
pulmonary, hepatic, peritoneal, and urinary forms with 
localization in the skin, bones, and lymph nodes all 
result from the original septicaemia and pyaemia. The 
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central nervous system alone seems to escape. Of the 
28 cases reported, 19 were known to be fatal and only 
3 appeared to be cured. [There is no mention of 

c or antibiotic treatment having been tried.] 
It is noted that infections sometimes occur as a post- 
operative complication of some unrelated condition 
and also in association with other diseases. Environ- 
mental contamination is an unlikely aetiological factor 
as epidemics are unknown and water supplies have not 
been incriminated. Struck by the fact that Pseudomonas 
pyocanea and Pfeifferella whitmori ‘are sometimes asso- 
ciated in this disease, and by their common ability to 
produce green pigment on culture, the authors postulate 
a mutation of the former to the latter under certain 
conditions of deficiency or lack of resistance. 

Clement Chesterman 
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445. BCG Tuberculin Studies. An Experimental and 
Clinical Investigation 

J. H. MAGNussON and A. LITHANDER. Pediatrics 
[Pediatrics] 3, 429-441, April, 1949. 4 figs. 


It has been observed by Wallgren that newborn and 
young infants are remarkably insensitive to B.C.G. 
vaccination, which frequently fails to produce sensitivity 
to ordinary tuberculin, positive tuberculin reactions 
developing only after the lapse of a considerable period. 
The authors have therefore investigated the effect of 
using a tuberculin prepared from B.C.G. cultures for 
sensitivity tests instead of the ordinary standard 
tuberculin. 

The initial investigations were carried out on 121 
guinea-pigs which were infected with B.C.G. and, after 
6 weeks, tested for sensitivity to ordinary standard 
tuberculin, either 0-5 mg. or 1 mg., and to a dose of 
B.C.G. tuberculin equivalent by titration to the amount 
of standard tuberculin against which it was being tested. 
The testing with both types of tuberculin was carried out 
weekly up to 13 weeks after infection. The positive 
reactions obtained with B.C.G. tuberculin rose from 74% 
6 weeks after infection to 90% 13 weeks after infection, 
while with equivalent amounts of standard tuberculin the 
corresponding figures were 9-1% and 72:3%. To ensure 
that repeated tuberculin testing was not causing sensi- 
tivity, approximately 80 guinea-pigs were tested 6 weeks 
after infection and again 11 weeks after infection. The 
percentage of positive reactors at each time was materially 
the same as in the original series. In another series 
of guinea-pigs tested weekly from 3 weeks after infection 
B.C.G. tuberculin gave positive reactions im about 


40% of cases, whereas standard tuberculin gave. 


positive reactions first at 5 weeks and then only in 13-5% 
of cases. 

Tests were then carried out on children who had been 
vaccinated with B.C.G. during the first week of life, 
one of 6 groups, totalling about 500 children, being tested 
at each weekly interval from 5 to 11 weeks after vaccina- 


tion. The percentage of positive reactors to B.C.G. 


tuberculin rose from 97% at 5 weeks to 100% at 11 
weeks, while with standard tuberculin the corresponding 


figures were 31% and 94% at 11 weeks. In a group of 
237 children vaccinated with B.C.G. between the ages of 
1 and 10 years the positive results with standard tuber- 
culin were 10% at 3 weeks and 93% at eight weeks, and 
with B.C.G. 75% at 3 weeks and 100% at 7 weeks. In 
162 children who at the first testing were positive to 
B.C.G. tuberculin and negative to standard tuberculin, 
a positive reaction to standard tuberculin was obtained 
on retesting after an unspecified interval. It was 
ensured by the careful use of controls that the results 
were not affected by pseudoreactions to the culture | 
media used. The authors thus seem to have: shown 
conclusively that tuberculin prepared from B.C.G, 
cultures gives a positive reaction at an earlier stage in 
successfully vaccinated children than does standard 
tuberculin. P. T. Bray 


446. Relapse in Pulmonary Tuberculosis. A _ Five- 
year Follow-up of 256 Sputum-positive Cases 

W. TATTERSALL. Tubercle (Tubercle, Lond.] 30, 14-78, 
April, 1949. 3 refs. 


In this investigation the clinical condition and working 
capacity of a “‘ sometime sputum-positive ” population 
drawn from a town with 100,000 inhabitants were 
followed over a 5-year period. The series consisted 
of 256 patients who had had a positive sputum during 
the preceding 25 years, and was selected from a group 
of 1,192 patients studied in an earlier investigation 
ending in 1940. These 256 patients had then been 
classified as follows: recovered, 73; disease quiescent, 
52; with active disease but on full work, 17; with 
active disease but limited working capacity, 35; various, 
79 (28 totally incapacitated, 12 in whom the condition had 
relapsed and who were undergoing treatment, and 26 new 
cases). 

From this survey it has been possible to make some 
rather unexpected observations. Of the 73 “* recovered ” 
patients 10 had a relapse, and in only one instance did 
relapse occur less than a year after supervision ended. 
Of the 52 patients in the “ quiescent” group, one-third 
recovered, in one-third the disease remained quiescent, 
and in one-third the condition deteriorated. In half 
of this last group the condition remained satisfactory 
for more than 3 years before a relapse occurred. Of the 
17 patients with active disease but in full employment, 
and of the 35 doing limited work, one-half in each group 
died during the 5-year period. 

Detailed examination seems to indicate that there 
may be some personal factor which can influence the 
course of the disease, irrespective of recognized organic 
pathological causes, but there was no suggestion of any 
common factor which might have precipitated the 
breakdown. In 9 cases, the case histories of which are 
briefly reported, the relapse is stated to be related to 
features in the life situation of the patient. In 5 other 
cases no such predisposing cause could be found. . The 
high relapse rate among those patients who had been 
classified as “‘ recovered” raises the question whether 
any “‘ once sputum-positive ”’ patient should at any time 
be discharged without further supervision. 

Frederick Heaf 


| 
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447. The Action of a Benzaldehyde Thiosemicarbazone, 
TB 1/698, in Tuberculous and Non-tuberculous Conditions. 
(Die Wirkung der Benzaldehydthiosemicarbazone (TB 
1/698) bei tuberkulésen und nichttuberkulésen Erkrank 
ungen) 

L. Hemmeyer. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.] 195, 332-338, 1949. 4 figs. 


“* TB 1/698 ” (a derivative of benzaldehyde thiosemi- 
carbazone) inhibits growth of tubercle bacilli in vitro in 
about the same concentration as promin. The author 
treated 46 cases of pulmonary tuberculosis with 0-25 to 
0-5 g. of the drug daily. The improvement in 22 cases 
was greater than might have been expected from bed rest 
alone; the temperature fell, the erythrocyte sedimentation 
rate (E.S.R.) was reduced, and the advance of the disease 
appeared to be halted. On the other hand, the dis- 
appearance of tubercle bacilli from the sputum was not 
accelerated. The patients with the best response were 
those with the most exudative type of lesion. The drug 
did not appear to benefit 5 patients with miliary and 
meningeal tuberculosis. In view of the small doses used 
it is most unlikely that the observed effect on the course 
of the disease could have been due solely to a direct effect 
on the bacilli. The author suggests that a clue to its 
action may be found in the rapid fall in the E.S.R., which 
was an outstanding feature but is not confined to cases 
of tuberculosis; very similar changes were observed when 
the drug was given to a group of 17 non-tuberculous 
patients with high E.S.R. In one case of miliary 
tuberculosis the E.S.R. fell to normal although there was 
no change in the patient’s clinical condition; strepto- 
mycin was then given and the patient improved, while the 
E.S.R. rose. In another case there was a rapid fall of 


E.S.R. on two separate occasions when TB I/698 was — 


given, but no fall occurred when larger doses of TB IV 
(a sulphonamide derivative with the same activity 
against tubercle bacilli in vitro) were given. However, 
in some cases of rheumatism with joint effusion in which 
the drug was given the fall in E.S.R. was accompanied 
by disappearance of the effusions and considerable 
clinical improvement. It is postulated that the action 
of TB 1/698 is on the exudative element of allergic and 
inflammatory reactions. Some toxic symptoms were 
noted; nausea and vomiting, rashes, and skin irritation 
occurred, and signs of hepatic and renal damage, slight 
anaemia, and leucopenia were observed. 

{It is impossible from this paper to assess the effects of 
the drug on human tuberculosis, the author giving only 
opinions and not facts.] J. R. Bignall 


448. Treatment of Tuberculosis with the Thio- 
semicarbazone TB 1/698. (Zur Behandlung der Lungen- 
tuberkulose mit dem Thiosemicarbazon TB I/698) 
K. HOHENNER and A. LInKE. Medizinische Klinik [Med. 
Klin.] 44, 506-510, April 22, 1949. 5 figs., 9 refs. 


Forty patients suffering from pulmonary tuberculosis 
with extensive predominantly exudative lesions were 
treated with TBI/698. Treatment was begun with 
0-025 g. two to four times a day, and this was slowly 
increased to a total daily dose of 0-15 g. With this 


dosage toxic effects were slight and the drug could be 
safely continued for long periods. In 11 cases collapse 
treatment was also given, and assessment of the effect of 
the drug is not possible. In the remaining 29 there was 
an initial response. In 8 patients there was a slight 
decrease in the toxicity, but this was short-lived and 7 of 
them died. In 21 improvement continued. In 11 there 
was subjective improvement with lowering of tempera- 
ture, reduction in erythrocyte sedimentation rate; and 
gain in weight, but the radiological appearances con. 
tinued to deteriorate or deteriorated after an initial 
improvement. In the other 10 cases there was similar 
clinical improvement accompanied by clearing of the 
exudative lesions as seen on radiography and diminution 
in size or disappearance of cavities. Five out of 8 
patients became sputum-negative on direct smear 
examination. Twenty non-tuberculous patients, mainly 
with subacute or chronic polyarthritis, were treated with 
the same doses of the drug. No clinical change was 
observed and there was no apparent effect on the 
erythrocyte sedimentation rate. (See Abstract 447,) 
It has previously been shown by Kuhlmann and Knorr 
(Med. Mschr., 1949, 8, 297) that TB 1/698 has no effect 
on the temperature in febrile non-tuberculous patients, 
The present authors believe that the action of the drug 
is purely bacteriostatic, and reject the hypothesis of a 
non-specific effect on the tissues. 

[Too few facts are given for the reader to judge whether 
the drug had any effect on the course of the disease. It 
may well have done so, but the evidence presented is not 
impressive. ] J. R. Bignall 


449. The Remote Results of Collapse Therapy in the 
Treatment of Pulmonary Tuberculosis 

R. Livincstone. Tubercle (Tubercle, Lond.] 30, 79-85, 
April, 1949. 1 fig., 7 refs. 

This investigation was carried out to ascertain how 
much confidence could be placed in the improvement that 
follows treatment by artificial pneumothorax, when the 
patient is discharged from sanatorium while the sputum 
is still positive. The. clinical material consisted of 
630 patients (348 males and 282 females) over the age of 
10 years who had been treated by collapse therapy for 
pulmonary tuberculosis during the past 20 years. Of 
the total number 278 are known to be dead, 261 having 
died within 10 years. Tables are given relating the 
mortality rate to sputum conversion. Of those patients 
whose treatment resulted in sputum conversion 32°8% 
died within 10 years, but where sputum conversion was 
not obtained 94-5% died within the same period. It 
is concluded from an analysis of the causes of death that 
successful collapse may result in a patient’s expectation 
of life being considerably prolonged, but it does not 
appreciably alter the ultimate cause of death. 

The author reviews the findings in other surveys, 
which all emphasize the high mortality rate in cases 
where treatment fails to produce sputum conversion. 
He concludes that collapse therapy is valueless, and may 
not be without danger, if it is maintained after it has 
become evident that it will not lead to sputum conversion. 

Frederick Heaf 
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450. The Place of Artificial Pneumothorax in the Treat- 
ment of Pulmonary Tuberculosis 

F. H. YounG. Proceedings of the Royal Society of 
Medicine (Proc. R. Soc. Med.] 42, 244-246, April, 1949. 


Although there is still no general agreement as to the 
use of artificial pneumothorax in treating pulmonary 
tuberculosis, the selective collapse produced by the ideal 
pneumothorax remains the most efficient method of 
enabling the patient to overcome the infection, provided’ 
complications can be avoided. It should be stressed, 
however, that considerable technical experience is 
necessary. Cases unsuitable for treatment by this 
method are those with dense fibrotic disease in the upper 
zones and those with active tracheobronchitis within the 
limit of bronchoscopic vision, including those with giant 
tension cavities. In certain selected cases a trial pneumo- 
thorax is advisable. The main complications are 
tuberculous empyema, bronchogenic spread to the other 
lung, and the production of an inexpansible lower lobe. 
The author advocates that in every case the operation 
should be regarded as a trial pneumothorax, to be 
abandoned if the result is found to be unsatisfactory and 
the cavity fails to close. Disaster occurs in nearly every 
case when a pneumothorax is maintained in presence of 
an open cavity for more than a few months and it is 
pointed out that, in such circumstances, the attempt to 


allow re-expansion in preparation for subsequent thora- — 


coplasty will often lead to aspiration spread to the other 


The author quotes figures derived from three sources— 
the Brompton Hospital, St. Bartholomew's Hospital, 
and private practice. At the Brompton Hospital, where 
the degree of continuous personal supervision was not 
so high as in the other two groups, a higher percentage 
of patients developed empyemata; the incidence, how- 
ever, was lower in selected cases under experienced care. 
All patients with empyema and unclosed cavities, and 
those with unclosed cavities even without empyema, died 
unless thoracoplasty was performed, with one exception. 
Both at St. Bartholomew’s and in private practice treat- 
ment was carried out personally by the author and results 
were more favourable. The view that a primary thora- 
coplasty should be preferred to an artificial pneumothorax 
is, in his opinion, untenable where treatment by ex- 
perienced personnel is possible; results are definitely 
better where treatment is carried out continuously by 
the same individual. C. S. Nicholson 


451. The Tuberculostatic Effect of Subtilin in vitro 
and in vivo 

W. STEENKEN and E. Wo.insky. Journal of Bacterio- 
logy (J. Bact.] 57, 453-457, April, 1949. 13 refs. 


In view of the conflicting reports in the literature, a 
classification of the question of the antituberculous 
power of subtilin in vitro and in vivo was attempted. On 
cultures of Mycobacterium tuberculosis (H37 Rv strain) 
in Proskauer and Beck’s medium and in two of its 
modifications (0-03 mg. dry weight of inoculum per 
5 ml. medium) the subtilin preparation used (Seitz- 
filtered) had very little inhibitory effect, even at a concen- 
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tration of 100 zg. per ml. On the other hand, in Dubos’s 
“*tween”’—albumin medium—in which the growth of tuber- 
cle bacilli was dispersed in contrast to the granular growth 
in media which contained no wetting agent—there was a 
moderate inhibitory effect, growth being prevented by 
10g. per ml. These findings confirm the observations 
of Knight and Tompsett (J. clin. Invest., 1948, 27, 544), 
who found that subtilin was comparatively inactive 
against tubercle bacilli in vitro unless the growth was 
dispersed, when the antibiotic proved to be moderately 
active. The subtilin preparation produced no significant 
effect on tuberculosis in guinea-pigs infected with H37 Rv 
Strain, the drug being administered intramuscularly in 
doses of 2 to 4 mg. daily from 6 days after infection for 
2 months; this dose was close to the maximum tolerated. 
This inactivity in vivo also agrees with the negative 
findings of Knight and Tompsett in mice; it may be due 
partly to the low solubility of current preparations of the 
drug in physiological fluids. P. D’Arcy Hart 


452. The in vitro Effect of para-Aminosalicylic Acid 
(PAS) in Preventing Acquired Resistance to Streptomycin 
by Mycobacterium tuberculosis 

O. E. Gragsste and J. J. Prerrowski. Journal of 
9 eed [J. Bact.] 57, 459-464, April, 1949. 1 fig., 
26 refs. 


The rate of development of resistance in cultures of 
Mycobacterium tuberculosis (strain H37 Rv) in Dubos’s 
“*tween”’—albumin liquid medium was studied after repeat- 
ed exposure to graded concentrations of streptomycin, of 
para-aminosalicylic acid (sodium salt) (PAS), and of a 
fixed combination of these two drugs. At each transfer 
the inoculum, taken from the tube containing the highest 
concentration of the drug in which a standard amount of 
growth (judged turbidimetrically) had occurred, was 
5x 10° to 5x10’ organisms per 10 ml. medium. The 
growth of the original H37 Rv strain was inhibited by 
streptomycin 0-8 unit per ml., by PAS 1 mg. per ml., 
(the low sensitivity to the latter being possibly explained 
by the relatively large inoculum), and by a combination 
of streptomycin 0-6 unit per ml. with PAS 0-3 yg. per 
ml 4 


After repeated exposure over a total period of 120 
days to the two drugs singly, resistance of the organism to 
streptomycin had increased more than 2,500-fold and to 
PAS not at all; the streptomycin-resistant strain had 
retained its sensitivity to PAS, and the PAS-exposed 
strain had retained its sensitivity to streptomycin. After 
exposure for the same period to a combination of 
streptomycin and PAS in the same ratio as before (1 unit : 
0-5 wg. per ml. [or approximately 2:1 by weight] ), 
growth was inhibited by 1 unit of streptomycin plus 
0-5 xg. PAS per ml., that is, by not more than twice the 
initial concentration (it may be noted that 0-5 yg. PAS 
per ml. is 2¢e7 of the inhibitory concentration—1 mg. 
per ml.—of this drug when used alone). Much more: 
important is the fact that this strain, which had n- 
exposed to both drugs in combination, was as sensitive to. 
streptomycin used alone as had been the original strain: 
(0-8 unit per ml.); it had also retained its sensitivity to. 
PAS (0-5 mg. per ml.). The conclusion is that the 
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combination of PAS and streptomycin had prevented the 
development of streptomycin-resistance. This conclu- 
sion may have direct clinical application. 

P. D'Arcy Hart. 


453. Cases of Tuberculous Meningitis Treated with 
Streptomycin. (Przypadki gruzliczego zapalenia opon 
mézgowych u dzieci wyleczone streptomycyna) 

R. STANKIEWIGZ. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.) 4, 424-427 and 454-458, April 4 and 11, 1949. 
7 refs. 


Twenty-three cases of tuberculous meningitis were 
’ treated with streptomycin and 8 children (aged 2 to 6) 
_ survived. This figure (34-7%) corresponded with the 
one given by British and American workers. In his 
series of cases, after 3 to 4 weeks of treatment, the author 
observed general symptomatic improvement, with steady 
lowering of temperature. As a result of treatment the 
‘cytological and biochemical aspects of the cerebrospinal 
fluid returned almost to normal within 4 to 6 months. 
Of the 8 children who survived, 5 recovered completely, 
one had slight symptoms of mental retardation, and in 
another one a temporary loss of memory was noted. 
On completion of treatment general weakness, accom- 
panied by: astasia, abasia, and intention tremor, was 
observed. The author did not confirm the conclusions 
reached by Americans on the results of the tuberculin 
test, and formed the view that in the body of a cured child 
the living Mycobacterium tuberculosis persists. 

The general conclusions can be summarized as follows. 
Treatment of tuberculous meningitis should be begun as 
soon as possible with daily injections of streptomycin 


intramuscularly (1 g.) and intrathecally (0-1 to 0-15 g.). . 


Even if clinical recovery is obtained by administration of 

» streptomycin for 3-to 4 months, intramuscular injections 

should continue for a further 2 to 4 weeks. 5 
J. W. Czekalowski 


454. Observations Made During a Trial of Strepto- 
mycin in the Treatment of Tuberculous Meningitis. 
_ (Observations recueillies au cours d’un essai de traite- 
ment de la méningite tuberculeuse par la streptomycine) 
R. Dusois, R. Linz, R. DELCourT, and H. VAN WIEN. 
Acta Paediatrica Belgica [Acta paediatr. belg.] 3, 5-144, 
1949. 17 figs., 34 refs. 


455. Streptomycin Treatment of Tuberculous Broncho- 
é in Childhood 

R. McL. Topp. British Medical Journal [Brit. med. J.] 

1, 741-747, April 30, 1949. 9 figs., 5 refs. 


Eight cases of tuberculous bronchopneumonia were 
treated with streptomycin hydrochloride. The dosage 
was 0-02 g. per Ib: (455 g.) body weight daily, given 
intramuscularly in distilled water in 6-hourly doses. 
The patients received from 27 to 130 g. of streptomycin 
each, in courses lasting from 12 to 27 weeks. No 


evidence of vestibular damage was observed. At the 
time of the report 2 patients had died, in one the condi- 
tion was deteriorating after temporarily improving, and 
5 were making good progress after intervals of between 
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4 and 16 months after the end of streptomycin treatment, 
Radiographs in these cases show gradual clearing of the 
bronchopneumonic areas over a period of months, with 
the appearance of calcification in 3 cases 12 to 14 months 
after treatment was begun. The general condition of 
these patients improved considerably and they gained 
weight. ; L. M. Franklin 


456. Sensitivity of Tubercle Bacilli to Streptomycin, - 


The Influence of Various Factors upon the Emergence of 
Resistant Strains 

K. S. How ett, J. B. O'Connor, J. F. SADusK, W. 
Swirt, and F. A. BEARDSLEY. American Review 
Tuberculosis [Amer. Rev. Tuberc.] 59, 402-414, April; 
1949. 25 refs. 


The emergence of streptomycin-resistant strains in 
tuberculous patients is recognized to limit the effective. 
ness and clinical usefulness of the drug. 

In order to avoid the development of drug resistance 
various dosage schemes and combinations of streptomycin 
with other drugs have been tried, but up to the present 
little attention has been paid to possible influences 
inherent in the type of tuberculous disease that is being 
treated. 

An analysis of the results of sensitivity tests carried 

out after treatment with streptomycin in cases of tuber- 
culosis has indicated that the introduction of shorter 
courses has not prevented the appearance of a significant 
number of resistant strains. An interesting observation 
was the isolation of highly resistant strains from patients 
in whom the bacilli were still sensitive to the drug at the 
time of completion of treatment with streptomycin. 
Analysis by type of disease showed that early emergence 
of drug-resistant strains was invariably associated with 
frank caseation or cavitation. The latter appears to be 
more significant than the acuteness of the disease, the 
severity of symptoms, or the initial clinical response to 
treatment with streptomycin. 
The significance of sensitivity tests is discussed and it is 
concluded that streptomycin is unlikely to affect the 
clinical course favourably once the organism has become 
resistant to 10 yg. per ml. 

In frankly caseous or cavitated tuberculosis best 
results will be obtained by integration of streptomycin 
with collapse therapy, resection, or other surgery 
aimed at cavity closure before drug resistance has 
appeared. E. Nassau 


457. The Role of Pulmonary Cavitation in the Develop- 
ment of Bacterial Resistance to Streptomycin 

W. L. Howarp, F. Maresu, E. E. Mue S. A. 
YANNITELLI, and C. E. Wooprurr. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 59, 391-401, 
April, 1949. 1 fig., 27 refs. 


In order to test the thesis that the development of 
streptomycin resistance in strains of Mycobacterium 
tuberculosis is closely related to the presence of pulmonary 
cavitation, the authors analysed the 1ecords of 155 

- cases in which sensitivity tests were carried out after 
treatment with streptomycin, the dosage of which 
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ranged from 2 g. daily for 90 days to 1 g. daily for 42 - 


days or 0-5 g. for 84 days. A strain was regarded as 
resistant if it grew in medium containing 10 pg. of 
streptomycin per ml. 

Analysis of the effect of different dosage schedules 
showed that no definite advantage resulted from the 
shorter courses, while the 0-5 g. daily dose in patients 
with cavities merely stimulated early development of 
resistance. As expected, more information was gained 
by the anaiysis of results in different pulmonary condi- 
tions. At the termination of treatment 84-1% of patients 
with cavitation had developed resistant strains, as 
against only 4-9% of those without cavities, while in the 
group in which the presence of cavitation was doubtful 
the figure was 10-8%. 

The possible explanation of this phenomenon is 


discussed. In view of recently published work on the 


subject of streptomycin resistance it is argued that the 
semi-solid or liquid contents of a cavity afford conditions 


for the multiplication of bacilli different from those 


obtaining on the surface of cells. In liquid media 
M. tuberculosis apparently passes through a complicated 
life cycle, while on solid media multiplication takes place 
by simplé fission only. Genetic mutations responsible 
for drug resistance are more likely to otcur under the 
conditions of growth in liquid media. Experimental 
observations on the development of streptomycin 
resistance in cultures on solid and liquid media support 
this view. None of the current views on the subject 
can, however, explain all the observed phenomena. 

The practical implications of these findings are that 
while the usual course of streptomycin may be given to 
patients without cavitation or in whom a small cavity 
is expected to close during treatment, therapeutic 
strategy should be directed at closure of cavities before 
completion of streptomycin treatment, which should 
supplement rather than precede collapse therapy, 
including major surgery. E. Nassau 


458. Clinical and Experimental Observations on the 
Resistance of the Tubercle Bacillus to p-Aminosalicylic 
Acid and its Relation to Streptomycin Resistance. (Osser- 


_ vazioni cliniche-sperimentali sulla resistenza all’A.P.A.S. 


dei bacilli di koch: suoi rapporti con la streptomicino- 
resistenza) - 

G. Dapp1, M. and S. SAVARINO. Annali 
dell’ Istituto Carlo Forlanini’’ [Ann. Ist. C. Forlanini] 
12, 69-74, 1949. 2 figs. 


459. Retarding Action of p-Aminobenzoic Acid on the 
Blood Concentration of Streptomycin. (Action-retard 
de l'acide para-aminobenzoique sur la concentration 


. Sanguine de la streptomycine) 


R. BENDA, F. FRANCHEL, R. Natar, and P. LANCHY. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 


de Paris (Bull. Soc. méd. Hép. Paris.] 65, 976-979, 1949. 


14 refs. 


460. The Effect of a 42 Day Course of Treatment on the 
Sensitivity of the Tubercle Bacillus to Streptomycin 

W. E. Swirt and F. A. BEARDSLEY. Journal of Immuno- 
logy [J. Immunol.] 62, 117-123, May, 1949. 19 refs. 
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_461. Streptomycin Therapy in Tuberculosis 
K. SincH. Indian Medical Gazette [Indian med. Gaz.] 
84, 133-137, April, 1949. 4 refs. 


462. Thoracoplastic Treatment of Empyema Cavities 
in Tuberculous Patients. [In English] 

F. HAFN-MEINCKE. Acta Tuberculosea Scandinavica 
[Acta tuberc. scand.] 23, 203-210, 1949. 


463. Effects on Tubercle Bacilli of 

Respiration Inhibitors and Bactericides. [In English] 

B. ZETTERBERG. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] Suppl. 82, 
1-151, 1949. 11 figs., bibliography. 


See also Sections Hygiene and Public Health, Abstracts 
3-5 and 7; Microbiology, Abstracts 199, 200; Dis- 
orders of the Blood, Abstract 302; and this section, 
Abstract 479. 


PROTOZOAL INFECTIONS. 


464. Post-stilbamidine Neuropathy, with Reference to 
the Retention of the Drug in the Body 

M. H. Sati. Annals of Tropical Medicine and Para- 
sitology [Ann. trop. Med. Parasit.] 43, 4-12, April, 1949. 
12 refs. 


Various harmful effects on the nervous system of 


patients treated with stilbamidine for leishmaniasis have 
been described by several authors during recent years; 
the present author reports an investigation in the Sudan 
of 41 patients recovered from kala-azar treated between 
1940 and 1945. Most of them had had courses of 
15 daily injections at weekly intervals and 20 had two 
such courses. The observation period varied from 6 
months to about 5 years, being 2 or more years in 14 
cases. The sensory nerves affected were the Sth cranial 
(ophthalmic branch in 38, maxillary in 19,and mandibular 
in 12); one or more of the 2nd, 3rd, and 4th cervical 
nerves;. and in 2 cases the 3rd dorsal, the 4th dorsal 


being also involved in one of them. The chief symp-— 


toms were itching (39 cases), loss of fine touch (31), loss 
of temperature sense (28), and numbness (22). In the 
whole series symptoms appeared in from 1 to 13 months 
after the end of treatment, and in 23 cases in less than 


6 months. The only sign of motor disturbance was _ 


drooping of the eyelids in 4 cases. 

Photochemical examination of the urine of 37 patients, 
made in September—December, 1947, showed the presence 
of measurable amounts of stilbamidine in 29; neuro- 
pathic symptoms were still present in 31. It is unlikely 
that any patient had taken quinine or other drug which 
might have given false-positive results. This finding 
suggests that the neuropathic condition is a toxic effect 
due to retention of stilbamidine or its decomposition 
products in the body. The delay in its appearance may 
indicate a chemical change, and the distribution of the 
nerves to the exposed skin of the face and neck may 
suggest the action of sunlight. The possible sites of the 
lesions in the nervous system are discussed (see also 


Collard and Hargreaves, Lancet, 1947, 2, 686). Details — 


are given in tables. J. F. Corson 
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465. A Case of Kala-azar with Cirrhosis of the Liver 
and Jaundice 

C. S. Cau Wu, I. T. Cuu, and T. T. Wu. Journal of 
Pathology and Bacteriology [J. Path. Bact.] 61, 209-215, 
April, 1949. 4 figs., 4 refs. 


AMOEBIASIS 


466. Amoebiasis in the African. A Report on the 
Treatment of 600 Cases 

T. G. ARMSTRONG, R. ELspon-Dew, and R. J. MAROT. 
South African Medical Journal [S. Afr. med. J.] 23, 
369-374, May 14, 1949. 3 figs., 6 refs. 


The authors report an investigation into the compara- 
tive value of various drugs in the treatment of amoebiasis 
in Africans, among whom the disease is common and 
severe. The assessment of value was based solely on 
immediate results, as follow-up was impossible. In all 
cases investigated disease was severe and active. The 
results were classed as “‘ probable success”” when no 
open ulcers or amoebae could be found after treatment, 
as “absolute failure’? when both ulcers and amoebae 
were present, and as “‘ possible failure ’’ where open ulcers 
existed without detectable amoebae. 

The main drugs used were emetine, ‘‘ diodoquin”’ (diio- 
dohydroxyquinoline), penicillin, and ‘‘ sulphasuxidine ”’ 
(succinylsulphathiazole), given alone or in various 
combinations with each other and with emetine bismuth 
iodide (E.B.I.), carbarsone, gentian violet, and hydro- 
chloric acid. Tables and diagrams record the results 
obtained with 12 different combinations in groups con- 
sisting of some 50 patients each. It was concluded that 
emetine and diodoquin were unsatisfactory when used 
alone, each curing only some 50%. E.B.I. had about 
the same value as emetine, while carbarsone was less 
effective than diodoquin. Penicillin and sulphasuxidine 
in combination with a course of emetine and dioquin, 
either concurrently or in sequence, were found to give a 
probable cure rate of 95% with no absolute failures. 
The shorter of these courses consisted of penicillin 
300,000 units, sulphasuxidine 30 tablets, emetine gr. 1 
(65 mg.), and diodoquin 9 tablets daily for 7 days, 
followed by emetine and diodoquin in the same dosage 
for 3 days, the diodoquin being subsequently continued 
for another 10 days. A further series of 11 patients 
were treated with a course of penicillin totalling 
6,000,000 units and of sulphasuxidine totalling 600 
tablets spread over 21 days, no other drugs being used. 
In 10 days no amoebae could be-found, and by the 
27th day 9 patients were free from symptoms and their 
ulcers were soundly healed. In 2 of the 9 cases probably 
cured, no relapse occurred over a period of 3 months. 
In an attempt to determine which of these two drugs 
was the more effective, a course of sulphasuxidine, 
emetine, and diodoquin was given to 52 patients [the 
figure is given in Table I as 49] and it was found that the 
results differed little from those in which penicillin had 
been included in the course, suggesting that sulpha- 
suxidine is the more effective agent. The effect of 
omitting the sulphasuxidine from the course of treat- 
ment is being investigated. In the meantime the 


authors consider that both drugs should be used jn 
the treatment of amoebiasis and that, in conjunction with 
emetine and diodoquin, they enhance the action of the 
latter drugs. T. H. Davey 


467. The Treatment of Amoebic Liver Abscess with 


Chloroquine 

P. MANSON-BAHR. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.) 52, 91-93, May, 1949, 
10 refs. 


The history of chloroquine and its properties are 
briefly discussed, together with the two published reports 
of its use in hepatic amoebiasis. The case presented is 
that of a man aged 40 who had been a prisoner of war for 
34 years in Siam. He returned to Calcutta in 1946, and 
in June, 1948, symptoms of hepatic amoebiasis appeared 
—loss of weight, hectic pyrexia, loss of energy, night 
sweats, and shoulder pain. Radiographs showed 
elevation of the right dome of the diaphragm with 
obliteration of the costo-phrenic angle. Injections of 
emetine and later of streptomycin were given, the former 
lessening the pyrexia. In October, 1948, he was given 
emetine and penicillin, and a hepatic amoebic abscess 
was aspirated. On arrival in England (in November) he 
was still very ill, and emetine and emetine bismuth 
iodide had no effect on the pyrexia. Chloroquine 
diphosphate had an immediate effect, but the temperature 
rose again after 10 days. Since a second course of 
chloroquine together with further aspiration of the 
abscess cavity, no further symptoms have been noted 
(4 months). 

The doses of chloroquine diphosphate given in the first 
course were: 0-75 g. (=0-45 g. of base) followed by 0-3 g. 
daily, then 0-5 g. daily to a total of 4 g. in 8 days. In the 
second course, half the dosage appeared equally effective. 
No toxic effects were observed. 

W. H. Horner Andrews 


468. The Therapeutic Efficacy of Conessine in Acute 


Amoebiasis. (Prééminence thérapeutique de la conessine — 


dans l’amibiase aigué) 
R. CROSNIER; G. BERNIER, A. MOLINIER, H. BESSEIGE, 
and P. Lerespvre. Bulletins et Mémoires de la Société 


Médicale des Hédpitaux de Paris (Bull. Soc. méd. Hép. 


Paris) 65, 386-392, 1949. 


Of 128 patients with amoebic dysentery treated with 
conessine, 117 were in relapse and 11 had an early 
attack. In 102 cases amoebae, in 14 amoebae and cysts, 
and in 12 cysts only, were found. A course of about 
5 g. of conessine was given in doses of 0-1 g. as follows: 
for 3 days 0-5 g. daily, for 4 days 0-4 g. daily, for 3 days 
0-3 g. daily, for 3 or 4 days 0-2 g. daily. The drug was 
usually administered by mouth, and dosage varied 
according to the tolerance shown; to patients with a 
high degree of tolerance up to 6 g. may be given in one 
course, but except in special cases the daily dose should 
not exceed 0-5 g. Restlessness, tremors, insomnia, 
and gastro-intestinal disturbance may occur. The 
following subsidiary treatment is recommended. Pheno- 
barbitone 0-05 to 0-1 g. at bedtime may usefully be 
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combined with 0-3 g. of quinine hydrobromide or 
yalerianate. An intravenous injection of 1 g. of calcium 
nate may be given daily during the course, and 
for 2 or 3 days before and afterwards; it is regarded as 
an essential adjuvant. Diuresis should be promoted and 
the diet should be a light one. A second course of 
conessine given after a month’s interval should cure 
those not cured by the first. Of 49 cases examined by 
the sigmoidoscope there was evidence of healing in 41. 
Nineteen cases of amoebic hepatitis, in the pre- 
suppurative stage, were treated with striking results. 
Rapid improvement in the general condition, fall in 
temperature to normal, disappearance of tenderness over 
the liver and diminution in size of this organ, diminution 
of leucocytosis, and return of the leucocyte count to 
normal were taken as signs of cure. Improvement was 
noted soon after starting treatment. 
Emetine-resistant cases responded to conessine, but in 
7 patients treatment had to be stopped. Except in 
instances of marked intolerance, the course should not 
be stopped prematurely or the drug given irregularly. 
The drug may be given intramuscularly, in doses of 
0-2 to 0-4 g. daily, in cases of digestive upset, but other- 
wise this mode of administration appears to have no 
advantage over the oral route. C. F. Shelton 


469. Amoebiasis and Conessine. (Amibiase et cones- 
sine) 
—, CROSNIER and —. MERLE. Gazette Médicale de 
France (Gaz. méd. France] 56, 479-481, June, 1949. 


MALARIA 


470. Malaria in Germany, 1945-1947. (Malaria in 
Deutschland 1945 bis 1947) 

H. HorMANN. Zeitschrift fiir Tropenmedizin und Para- 
sitologie [Z. Tropenmed. Parasit.] 1, 32-91, 1949. 27 
figs., bibliography. 

During the 3-year period reviewed by the author, he 
was able to record in western and eastern zones of 
Germany 13,836 cases of malaria of which 3,561 were due 
to a primary infection contracted locally. Statistical 
and epidemiological data for the seasons are provided 
and illustrated. Invertebrate vectors (different Ano- 
pheles species), specific therapy, and control measures 
are discussed. H. P. Fox 


471. A Note on the Apparent Antagonism of a Bacterial 
Intoxication to a Plasmodial Infection 

M. F. Boyp and R. D. CoELHo. American Journal of 
Tropical Medicine {[Amer. J. trop. Med.) 29, 199-202, 
March, 1949. 


A coloured man was admitted to the Florida State 
Hospital in April, 1946, suffering from meningo- 
encephalitic syphilis, and was treated with bismuth 
Salicylate injections after which he was infected with 
sporozoite-induced malaria (Plasmodium falciparum). 
The course of the infection was atypical for that strain 
of malaria, the parasite density being out of proportion 
to the fever, and after 3 weeks he was found to have a 
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crepitant cellulitis of the perineum caused by Clostridium 
welchii, which was treated successfully. The author 
suggests that the soluble exotoxin of Ci. welchii may 


‘have adversely affected the plasmodium. J. F. Corson 


472. Investigations in the Chemotherapy of Malaria 
in West Africa. VI. Suppressive Cure of Malaria by 
Sulphonamides 


G. M. Finpiay. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 43, 1-3, April, 
1949. 6 refs. 


The suppressive action of three sulphonamide com- 
pounds—sulphapyrazine, sulphamezathine, and sulpha- 
merazine—on malignant tertian malaria (Plasmodium 
falciparum) was compared with that of mepacrine; the 
trials were made during the period from 1942 to the end 
of 1944 on European soldiers in West Africa. In each 
trial a group of over 100 soldiers took a sulphonamide 
drug and another, larger, group took mepacrine; the 
dosage of the former was 0-5 g. daily, that of the latter 
0-6 to 0-7 g. weekly or 0-1 g. daily. The results are 
expressed as the number of malarial attacks per 365 
man-days’ exposure to infection. Sulphapyrazine gave 
much better figures (0-11 and 0-092) than mepacrine 
(0-28 and 0-327); sulphamezathine (0-23) and mepacrine 
(0-25) were about equal; and sulphamerazine (0-45) was 
inferior to mepacrine (0-16). The soldiers experienced 
no toxic effects. As sulphapyrazine was found to have 
little effect in acute attacks of malignant tertian malaria 
(Findlay et al., Abstracts of World Medicine, 1947, 2, 
454), the author suggests that it acts only on the early 
stages of schizogony and the small ring forms, resulting 
in continued suppression and eventual cure. 

J. F. Corson 


473. Malarial Immunity in Africans: Effects in Infancy 
and Early Childhood 

P. C. C. GARNHAM. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 43, 47-61, April, 
1949. 4 figs., 33 refs. 


The observations on which this study of malaria in very 
young children is chiefly based relate to an African tribe, 
the Luo, living in a highly malarious region around the 
Kavirondo Gulf of Lake Victoria and possessing a 
considerable degree of natural and acquired resistance 
to the disease. After a brief reference to congenital 
malaria and abortion in infected women, the author deals 
with the incidence and morbidity in young children and 
the mortality and pathology of the disease in infants. He 
found no congenital malaria in 146 infants of infected 
mothers, and only 19 of 124 women who aborted had 
malarial parasites; but in another small group of less 
resistant women who aborted a far greater proportion 
had malaria, and this was an important causative factor 
in abortion. In the Luo tribe stillbirths were few and 
were rarely due to maternal malaria. 

The incidence of malaria in infants steadily rose from 
about 10% in the first 2 months of life to about 90% at 


1 year; the number of parasites in the peripheral blood ~ 


fell from 48 per 50 microscopical fields in the first 
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6 months of age to 18 from 6 months to 3 years, and 9 
from 4 to 10 years. The symptoms were usually mild 
and the general health and nutrition were almost 
unaffected; a critical examination of 52 deaths ascribed 
to malaria showed that only 17 could actually be attri- 


buted to that disease. Among 75 children specially’ 


examined periodically during 2 years only 1 died of 
malaria. In fatal cases the liver showed excessive 
proliferation and swelling of the Kupffer cells and the 
blood vessels were “‘engorged with lymphoid-macro- 
phage cells in all stages of development ”’; capillaries in 
the brain were blocked by swollen proliferating endo- 
thelium and wandering histiocytes or by schizonts. 
[Photomicrographs of liver and brain sections are 
shown.] Appearances in heart muscle were similar, 
but other organs were less affected. Exo-erythro- 
cytic forms of the parasites were sought without success. 
The author discusses his findings and compares them 
with those of workers in other malarious regions; he 
emphasizes the influence of immunity (racial, passive 
from the mother, and acquired) which exists in hyper- 
endemic areas, whereas, where endemicity is low, racial 
and passive immunity are slight and malaria is severe 
until resistance is acquired. J. F. Corson 


474. Attempts at Treatment and Prophylaxis of Malaria 
with Proguanil (“ Paludrine ’’) in Indo-China (July- 
November, 1947). (Essais de traitement et de prophy- 
laxie du paludisme par la paludrine en Indochine (Juillet— 
Novembre 1947)) 

F. BLANC. Médecine Tropicale [Méd. trop.] 9, 143-172, 
March-April, 1949. 25 refs. 


“* Paludrine ” (proguanil) was given in doses of 0-1 g. 
thrice daily for 10 days to 100 patients in primary attacks 
and relapses of malignant and benign tertian malaria. 
Radical cure, as judged by 3 months’ freedom 
from relapse, was obtained in all the malignant cases but 
relapse occurred in two-thirds of the cases of benign 
tertian infection. In view of its effectiveness in control- 
ling fever within 3 days and parasitaemia in 5 days, and of 
its low cost, the author claims that proguanil is the best 
curative drug available. Used prophylactically in doses 
of 0-1 g. twice a week it reduced the incidence of malaria 
in a mixed European and native force to nil in 3 months. 
It is claimed that malaria can be eliminated from troops. 
in about 2 months. Clement Chesterman 


475. Sulfonamide Blood Levels in Prophylactic Tests 
against Plasmodium gallinaceum 

W. CANTRELL, F. E. Kevsey, and E. M. K. GEILING. 
Journal of Infectious Diseases {[J. infect. Dis.] 84, 32-40, 
Jan.—Feb., 1949. 8 refs. ¥ 


This work was undertaken during the period when the 
existence of a sulphonamide with prophylactic properties 
against human malaria appeared possible. The authors, 
working in the Departments of Pharmacology and of 
Bacteriology and Parasitology, University of Chicago, 
have studied the sulphonamide levels in blood which 
protect chickens from sporozoites of Plasmodium 
gallinaceum. 


The sulphonamides, in drug—diet mixtures, were given 
to 14-day-old White Leghorn chicks for 7 days, Starting 
2 days before injection of sporozoites. The birds were 
maintained on alternate 3-hourly light and dark perj 
0-02-ml. blood samples being iaken at the end of a light 
and of a dark period, usually on alternate days, The 
chicks were infected from heavily infected mosquitoes 
(Aédes aegypti), the salivary glands of which were 
macerated and suspended in a solution of equal parts of 
chicken serum and distilled water. The sporozoites 
were injected intravenously, each chick receiving the 
equivalent of one mosquito’s salivary glands in 0-2 ml, of 
= fluid. Blood smears were made on the 6th and 2ist 

ys. 

Some 67 sulphonamide compounds were examined, and 
the relation of chemical structure to blood level and 
antimalarial activity is discussed. The mean blood 
concentrations for 50% protection were: sulphapyrazine, 
2-6 mg.; sulphadiazine, 3-1 mg.; sulphamezathine, 
4:7 mg.; sulphamerazine, 7 mg. per 100 ml. The 


prophylactic activity was related to the persistence of the © 


drugs in the blood. Malcolm Woodbine 


476. The Action of Antimalarial Drugs in Mosquitoes 
Infected with Plasmodium gallinaceum 

L. A. TERZIAN, N. STAHLER, and A. B. WEATHERSBY. 
Journal of Infectious Diseases [J. infect. Dis.] 84, 47-55, 
Jan.—Feb., 1949. 1 fig., 4 refs. 


The authors, working in the Naval Medical Research 
Institutes Bethesda, Maryland, define a prophylactic 
drug as “one which, when administered for a specific 
interval, permanently interrupts the pre-erythrocytic 
development of the parasite and prevents the formation 
of the erythrocytic forms”, and, in the invertebrate 
host, as “ one that is effective against the pre-sporozoite 
stages of the parasite and prevents the formation of 
sporozoites 

Strains of Aédes aegypti and Anopheles quadrimaculatus 
maintained at 80° F. (32-5°C.) were used, 100 to 125 
mosquitoes for each drug concentration or regimen. 
The drugs, as soluble salts, weré added in various con- 
centrations to a 4% sugar nutrient solution. Administra- 
tion began some 48 hours before the infective blood 
meal and continued throughout the course of the 
infection. As the mortality rate of mosquitoes main- 
tained on sugar solutions only is about 25%, the maximum 
tolerated dose was considered to be that which gave a 
mortality rate of about 75%. Mosquitoes were infected 
with Plasmodium gallinaceum by once feeding on 4 
parasitized chick, and the parasites’ development 
was traced by dissection of mosquitoes at suitable 
intervals. Normally, sporozoites were present on the 
eighth day, and the intensity of infection was measured 
on an arbitrary scale of 0 to 4+ by the number of oocysts 
on the stomach wall or sporozoites in the salivary glands. 

Results showed that quinine, mepacrine, “ sonto- 
quine”’, “ chloroquine ’’, and three related compounds 
in concentrations of 0-03 to 0-10 mg. per 100 ml. had no 
effect against oocysts or sporozoites. With sodium sul- 
phadiazine, metachloridine (SN 11,437), and “‘ paludrine” 
(proguanil), 0-01 to 0-10 mg. per 100 ml., oocyst develop- 
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ment was poor and no sporozoites were produced, and 
suspensions made from mosquitoes receiving these drugs 
did not infect other chicks. On subsequent reinoculation 
with sporozoites these birds developed a characteristic 
infection with pronounced parasitaemia. The con- 
comitant administration of p-aminobenzoic acid in- 
hibited the prophylactic action of sulphadiazine and 
metachloridine but had no effect on that of proguanil. 
Pamaquin in a concentration of 0-01 to 0-02 mg. per 100 
ml. differed in its effects from the other drugs in that it did 
not influence oocyst development but had marked 
activity against sporozoites. The authors conclude 
that valid comparisons of the related prophylactic 
activity in the invertebrate and vertebrate hosts are 
possible. Malcolm Woodbine 


477. Parenteral Use of Camoquin Hydrochloride as an 


E.H. Payne, E. A. SHARP, and K.C. NICKEL. American 
Journal of Tropical Medicine [Amer. J. trop. Med.] 29, 
353-368, May, 1949. 12 figs., 8 refs. 


“Camoquin ” hydrochloride was given to 27 paretic 
patients with trophozoite-induced malaria, 11 being 
infected with Plasmodium vivax and 16 with P. falciparum; 
each patient received two intramuscular injections of 
0-123 g. of the drug base, the second injection 6 hours 
after the first. If a relapse occurred (as it did in 6 cases 
of vivax and 5 of falciparum infection) one or two further 
injections were given. The details are shown in tables 
and temperature charts. The authors conclude that the 
drug is effective, causes no local reactions, and should 
be useful in emergency in pernicious malaria [see also 
Abstracts of World Medicine, 1947, 2, 571; 1948, 3, 105]. 

7. F. Corson 


OTHER INFECTIOUS DISEASES 


478. Histoplasmosis in California Children 
H. B. Pryor. Journal of Pediatrics [J. Pediat.] 34, 
12-19, Jan., 1949. 5 figs., 15 refs. 


Histoplasmosis, previously regarded as a highly fatal 
disease characterized by prolonged irregular fever, 
anaemia with leucopenia, emaciation and cough, hepato- 
splenomegaly and generalized lymphadenopathy, has 
recently been shown to occur in mild or subclinical forms 
on an extensive scale in the Mississippi river basin. In 
this area a high proportion of pulmonary calcifications in 
tuberculin-negative reactors are due to histoplasmosis. 

The results are recorded of skin testing for histoplasmin 
sensitivity in a series of 85 children in California who had 
clinical symptoms suggestive of histoplasmosis. The 
Preparation used was histoplasmin in 1 in 100 dilution, 
of which 0-1 ml. was applied intradermally. The reaction 
was read in 72 hours. A positive reaction consists of an 
area of induration of over 5 mm. diameter surrounded 
by an area of erythema. Five children in the series had 
multiple pulmonary calcifications with negative tuberculin 
and positive histoplasmin skin reactions. The clinical, 
radiological, and haematological findings in these cases 
are presented. The common symptoms were fatigue, loss 
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of weight, mild pyrexia, and cough. Cervical lymph- 
adenitis was usually present, but apart from occasional 
rales few signs were found in the chest. The blood 
picture was normal in one case; in the others there was 
a mild anaemia, lymphocytosis, and eosinophilia. The 
chest radiographs showed multiple discrete parenchymal 
calcifications with hilar lymph node enlargement. 
P.T. Bray 


479. Disseminated Coccidioidomycosis and Lympho- 
hematogenous Tuberculosis. Report of a Case 

B. Hype and L. Hype. Archives of Internal Medicine 
[Arch. intern. Med.] 83, 505-514, May, 1949. 3 figs. 
8 refs. 

The authors, in reporting a case of eoccidioidomycosis 
and lympho-haematogenous tuberculosis, note the inci- 
dence of the former disease, mention the mode of entry 
of the Coccidioides immitis into the body, and review the 
literature. 

Coccidioidomycosis is endemic to large areas of the 
south-western United States. The primary pulmonary 
infection is usually asymptomatic, localized, and self- 
limited. The usual course is uncomplicated, the primary 
focus heals, and the only evidence may be a positive 
reaction to coccidioidin applied intradermally. Another 
type may be associated with symptoms of infection of the 
upper respiratory tract or influenza. The clinical 
history and pathological features of coccidioidomycosis 
may resemble those of pulmonary tuberculosis and the 
conditions may be indistinguishable radiologically. 
Disseminated coccidioidomycosis is rare; lesions may 
develop in the skin, meninges, lymph nodes, bones, 
joints, or peritoneum, the clinical picture being similar 
to that of lympho-haematogenous tuberculosis. 

The authors present a case in which the two conditions 
co-existed, and they show the similarities and differences 
of the two conditions. [This case is most admirably 
presented. Every clinical detail is shown, and results of 
laboratory and radiological examinations are carefully 
noted; necropsy findings are given, with histological 
findings in every organ.] This detailed study definitely 
proves the co-existence of coccidioidomycosis.of the 
lungs, peritoneum, left shoulder-joint, right ankle, skull, 
and dura with tuberculosis of lungs, hilar lymph nodes, 
liver, spleen, kidneys, peritoneum, adrenals, prostate, 
sternum, pericardium, and ileum. 

During life, smears and cultures of gastric contents 
contained acid-fast bacilli, and cultures from the abscess 
of the foot contained C. immitis. At necropsy both 
Mycobacterium tuberculosis and C. immitis were found 
in the lungs, omentum, and peritoneum. Only acid- . 
fast bacilli were found in the liver, spleen, kidneys, 
adrenals, prostate, seminal vesicles, sternum, and peri- 
cardium. Only C. immitis was obtained from the left — 
shoulder, ankle, skull, pleura, and abscesses in sub- 
cutaneous tissues. [An excellent article.] 

J. M. Anderson 


480. Blastomycosis (Gilchrist) (North American Type) 
T. Benepe. Urologic and Cutaneous Review [Urol. 
cutan. Rev.] 53, 216-220, April 1949. 3 figs., 13 refs. 
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481. Observations on Primary Coccidioidomycosis 

A. B. TayLor and A. K. Briney. Annals of Internal 
Medicine [Ann. intern. Med.] 30, 1224—1236, June, 1949. 
6 figs., 18 refs. 


482. Familial Epidemic of Distomiasis due to Fasciola 
hepatica. (Epidémie familiale de distomatose 4 “ fas- 
ciola hepatica 

P. SEDALLIAN, R. MARAL, and A. PERRIN. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris] 65, 327-333, 1949. 7 refs. 


Infection with Fasciola hepatica is rare in man. This 
paper gives an account of 5 cases, all in females, and 
occurring in the same family. The patients were 66, 53, 
14, 12, and 8 years of age respectively; the patient aged 
66 died in coma but the others recovered. The source of 
infection was found to be a contaminated water-cress bed. 
The illness began with variable signs and symptoms; 
shivering, stiffness in the muscles, rise of temperature up 
to 39°C., persistent dry cough, debility, pain in the 
epigastrium and hypochondrium, epistaxis, and slight 
jaundice were observed; enlargement of the liver and 
spleen and albuminuria were found, but not in every 
case. In the 4 patients whose blood was examined an 
eosinophilia of 30 to 40% was present. 

In only 2 instances were ova found in the stools; 
in one case duodenal intubation revealed the presence of 
ova in the bile. The other cases were diagnosed on 
clinical grounds and by the fact that they had all ingested 
water from the contaminated water-cress bed. The 
fatality was considered to be due to exacerbation of a 
chronic nephritis by the distome infection. Cough 
was complained of in all cases and in one patient a 
bacillary cholangitis was present. 

“ Glucantime ” (N-methylglucamine of antimony) was 
given intramuscularly. Three patients received 3 g. 
of the drug daily for 10 days, one (a child of 8) 1-5 g. 
daily for the same period, and one 4-5 g. daily for 12 
days. This last patient also received 200,000 units of 
penicillin daily for 8 days, 6 g. of sulphamerazine daily 
for 6 days, streptomycin 2 g., and hexamine intra- 
venously. C. F. Shelton 


483. The Effects of the Adrenal Cortical Hormone 
17-Hydroxy-11-dehydrocorticosterone (Compound E) on 
the Acute Phase of Rheumatic Fever. Preliminary Report 
P. S. Hencu, C. H. Stocums, A. R. Barnes, H. L. 
SmitH, H. F. Pottey, and E. C. KENDALL. Proceedings 
of the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.) 24, 277-297, May 25, 1949. 5 figs., 33 refs. 


The adrenal cortical hormone 17-hydroxy-11-dehydro- 
corticosterone (compound E, Kendall) has been admini- 
stered to 3 adolescents with acute rheumatic fever. In 
each case there was rapid cessation of the fever (in 1, 
2-5, and 4-5 days), tachycardia (in 3-5 to 5 days), and 
polyarthritis (in 3-5, 6, and 11 days); the raised erythro- 
cyte sedimentation rate decreased (in 18, 16, and 12 
days); and abnormalities seen in the electrocardiogram 
(prolonged P-R interval) quickly disappeared (in 7 to 
8 days). 


Data concerning the natural course of the disease, and 
the probable course under salicylate therapy, are re. 
viewed. Reports are so conflicting that it is impossible 
to evaluate the supposed effects of compound EB 
comparing them, in terms of duration of symptoms and 
signs, with the supposed effects of salicylates. Neverthe. 
less there seemed to be a definite pattern of response, 
involving in all 3 patients a sequential disappearance of 
fever, tachycardia, and polyarthritis; diminution of 
increased P-R interval and increased erythrocyte 
sedimentation rate; appearance of bradycardia, increase 
of appetite, and return of serum protein levels to normal, 
Improvements not found with salicylate therapy included 
prompt return of erythrocyte count and serum globulin 
level to normal, and rapid disappearance of prolonged 
P-R interval. Many more patients must be observed 
before conclusions can be drawn as to the effects of 
compound E on the cardiac symptoms. Kenneth Stone 


484. Relation of the Hemolytic Streptococcus to Rheu- 
matic Fever. IV. Effect of Streptococcic Spreading 
Factor in Rheumatic Patients and Others 

T. N. Harris and S. FRIEDMAN. American Journal of 
Diseases of Children [Amer. J. Dis. Child.| 77, 561- 
575, May, 1949. 3 figs., 32 refs. 


Hyaluronic acid is capable of enzymic digestion by 
hyaluronidase, and a similar enzyme or spreading factor 
is produced by the haemolytic streptococcus. It was 
stated by Guerra (Science, 1946, 103, 686; J. Pharmacol., 
1946, 87, 193) that hyaluronidase caused a far greater 
spread of dyes in the skin of rheumatic patients than in 
that of normal subjects, but this has not been confirmed 
by the present authors. 

The material used in this study was a desiccated 
preparation of spreading factor and proteins from the 
H 44 strain of group A haemolytic streptococcus, with a 
solution of human haemoglobin as indicator. The 
method of preparation and assay of the material is 
described in detail. Initial tests were carried out on 
rabbits. 

In the clinical investigation 25 yg. of hyaluronidase- 
containing streptococcal proteins in 0-05 ml. of haemo- 
globin solution was injected intradermally into 33 
children with rheumatic disease and 28 control children. 
Control injections of haemoglobin solution alone, and 
either a solution containing spreading factor alone or a 
solution containing haemoglobin and heated spreading 
factor, were also made in each case. The area of spread 
at the end of one hour was measured, and also the 
inflammatory reaction after 24 hours. No appreciable 
difference between rates of spread was found in controls 
and patients with active or inactive rheumatism. 

The authors consider that the amount of the injection 
was enough to demonstrate an increased sensitivity to 
hyaluronidase, since some spread was produced in the 
controls. They suggest that Guerra’s results differed 
because the larger injections which he used caused 
massive inflammatory reactions, probably due to the 
accompanying proteins and not to the hyaluronidase, 
and that this gave a false spreading effect. 

Kathleen M. Lawther 
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485. Injuries to the Skull and Brain in Ancient Egypt. 
Some Notes on the Mechanism, Nature, and Effects of 
Cranial Injuries from Predynastic Times to the End of 
the Ptolemaic Period 

C.B. CourvVILLE. Bulletin of the Los Angeles Neurologi- 
cal Society [Bull. Los Angeles neurol. Soc.] 14, 53-85, 
June, 1949. 13 figs., 15 refs. 


The history of the ancient Egyptians is rich in iaforma- 
tion regarding cranial injuries. From monuments and 
papyri, from weapons and helmets, and from an abun- 
dance of skulls may be learned the nature, mechanism, 
and effects of wounds and injuries of the head. The 
weapons used by the early Egyptians included the short 
bronze sword, the falchin—which was a short heavy 
sabre of bronze—and the battle-axe or hatchet, with a 
semicircular blade. Most characteristic of all the 
weapons was the mace or “ smasher of heads”’, which 
was often disk-shaped, made of stone and fitted with a 
wooden handle. The chief defensive armour was the 
helmet, of cloth, close fitting and well padded. It 
probably afforded little protection, and metal helmets 
appear to have been used but rarely. In the Edwin 
Smith Surgical Papyrus, written about 3000 B.c., and 
translated by Breasted in 1930, may be found a series of 
case reports, fourteen in number, dealing with cranio- 
cerebral injuries. The writer did not state how the 
injuries were sustained, but he gives instructions for 
treatment, which consisted in the application of fresh 
meat, grease, or honey. The first problem to be faced 
was whether to attempt treatment or not. Thus, if there 
were laceration of the brain, stiffness of the neck, and 
discharge of blood from the nostrils, the surgeon wisely 
decided that this was “an ailment not to be treated ”’. 
The descriptions of the cases reveal a considerable talent 
for clinical observation. In case No. 9, of compound 
fracture of the frontal bone, the use of the powdered 
shell of an ostrich egg is advised as a poultice, following 
the ancient idea that like cures like and that the ostrich 
egg-shell would cure the shell-of the skull. The fre- 
quency of stiffness of the neck suggests that septic 
Meningitis was often a sequel to the injury, while “ lack 
of speech’, whether from unconsciousness or aphasia, 
was a common sign. 

The skeletal material examined by Elliot Smith, Wood 
Jones, and others provides a clear picture of the injuries 
described in the papyrus. Besides warfare, such 
activities as building and mining contributed to the 
number of cranial injuries, and there is evidence that 
some were the result of criminal assault. Not all were 
fatal; a number of crania show healed injuries. Winlock 
in 1945 described the skull injuries of some 60 soldiers 
slain in a single combat, in the vicinity of Thebes, the 
majority of injuries being the result of smashing blows 
with the mace, although some were arrow wounds. In 
a few reported cases the identity of the victim is estab- 
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lished. For example, the chief general of King Thotmes 
IIL (about 1500 B.c.) was injured in the head by an 
enraged elephant, and the injury is obvious in the 


mummy; Harsiese, High Priest of Ammon (about - 


850 B.c.), suffered a punctured wound of the frontal 
bone and survived for some months. Thus the surgeons 
of ancient Egypt were frequently called upon to treat 


- cranial injuries, and one may read the record to-day in 


crania as well as in case reports. | Douglas Guthrie 


486. The History of Goiter in Africa 

I. GREENWALD. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 23, 155-185, March-April, 1949. 
Bibliography. 

In the course of a general survey the author has already 
reviewed the history of goitre in the Americas, New 
Zealand, and England. This paper extends the survey 
to cover most of Africa. 

The earliest record of goitre in Africa is quoted as from 
the work of Leo Africanus, who notes its occurrence in 
Rif country in 1510, though he did not himself visit the 
region. Marmol Caravial (1573) reported it again from 
the same region of the Mediterranean littoral. No 
mention of it is found in Pliny, St. Cyprian, or St. 


-Augustine. The author finds no report of it between 


the Egyptian border and Tunis. For Algeria it is first 
recorded by Guyon (quoting Baudoin) from the Little 
Atlas about 1832, but only after 1900 was it commonly 
seen. In Coon’s anthropological survey of Rif tribes 
(1931) it was unobserved, but a few cases appeared in 
1945. It was common round Fez, however, 20 years 
before this, and Many reports in 1946 that in Sefrou 
“nearly every woman is affected with goiter’. The 
evidence strongly suggests that its general occurrence here 
is very recent. ; 

From the Upper Niger, Mungo Park first recorded the 
disease in 1795, but it is possible that Moore encountered 
it in Gambia 60 years before this when he reported seeing 
“ king’s evil”’ in this district. Before 1866 West coast 
descriptions suggestive of the condition probably related 


- to scrofula, and as late as 1908 goitre was not seen among 


some thousands of cases treated at Rotifunk medical 
mission. The Medical and Sanitary Reports of Nigeria 
record it from 1918, and by 1934 60% of the women of 
one tribe were affected. By 1944 its “* patchy distribu- 
tion” had given way to a “general occurrence”’. 
In the Cameroons, French Equatorial Africa, and 
Angola it has appeared only within the last 50 years. 
Goitre in the Belgian Congo is recorded somewhat earlier 
than this but its distribution is extremely patchy, some 
areas giving a 45% incidence. For the Union of South 
Africa the first reference to it is in a Department of Public 
Health report for 1928-9, which notes it as being pre- 
valent in the Uniondale district. Its recording in 
Tanganyika, Kenya, and Uganda is similarly recent. In 
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Northern Rhodesia, however, it was mentioned by 
Livingstone in his log-book on Jan. 4, 1871. It has 
become increasingly common in Ethiopia during the last 
100 years. Evidence that it occurred in Ancient Egypt 
is dismissed, and its history there dates only from 1919. 

This paper supports the thesis that goitre is an epidemic 
disease, for the most part introduced into Africa within 
the last 50 or 100 years and, at least up to 10 years ago, 
rapidly becoming more widespread. A useful biblio- 
graphy of over 200 works is included. 

Calvin P. B. Wells 

[The *‘king’s evil’ described by Moore in the Gambia 
was almost certainly enlargement of the cervical lymph 
nodes, which are excised by African medicine men: the 
enlargement is due usually to trypanosomiasis.— 
Epitor.] 


487. The History of the Discovery of Insulin. (K 
HMCTOPHH OTKPbITHA 

V. G. Baranov. Menuunna [Klin. 
Med., Mosk. 27, 21-23, April, 1949. 1 fig., 2 refs. 


An account is given of the ideas of Leonid Vasilyevich 
Sobolev, a Russian morbid anatomist who worked in the 
Imperial Academy of Military Medicine, St. Petersburg. 
He published a dissertation for his M.D. in 1901 on the 
morphology of the pancreas in diabetes and after ligation 
of the pancreatic duct. He apparently was well aware of 
the preservation of the islets of Langerhans when the 
duct was ligated, and pointed out the relative hypertrophy 
in the foetuses and newborn of animals and man. He 
argued that the internal secretion related to diabetes 
could be obtained only after duct ligation or from new- 
born animals—predictions seldom quoted in the literature 
but fulfilled after his death. S. S. B. Gilder 


488. An Ancient Egyptian Treatise on Traumatology 
2800 B.C. 

M. K. Hussein. Journal of Bone and Joint Surgery [J. 
Bone Jt Surg.|31B, 309-312, May, 1949. 1 fig. 


489. Orthopaedic Surgery in the Sixteenth and Seven- 
teenth Centuries. Traction Apparatus—the Vidian Pictures 
D. L. GrirritHs and W. BROCKBANK. Journal of Bone 
and Joint Surgery |J. Bone Jt Surg.] 31B, 313-317, May, 
1949. 8 figs., 7 refs. 


490. Military Surgery in the Sixteenth Century 
D. STEWART. Journal of the Royal Army Medical Corps 
[J. R. Army med. Cps] 92, 229-237, May, 1949. 7 refs. 


491. The Early Study of Anatomy in Brazil. (O 
estudo da anatomia no Brasil. Primordios do seu 
ensino) 

J. A. Netto. Revista Medicina e Cirurgia de Sdo 
Paulo [Rev. Med. Cir. S. Paulo] 9, 155-172, April, 1949. 
3 figs., 37 refs. 


492. The Materialistic Outlook of Russian Doctors 
in the Eighteenth Century. (Matepwanuctuueckue 
pyCCKHX Bpase xviii BeKa) 

S. M. GromBaAKH. Meguunxa [Klin. 
Med., Mosk.] 27, No. 3, 17-23, March, 1949. 21 refs. 


MEDICAL BIOGRAPHY 


493. Wilhelm His, Jr. and the Bundle of His 

T. H. Bast and W. D. GARDNER. Journal of the History 
of Medicine [J. Hist. Med.] 4, 170-187, Spring, 1949, 
Bibliography. 


This paper offers a brief outline of the career of 
Wilhelm His, junior, the discoverer of the atrio- 
ventricular’ bundle named after him. He was pre. 
eminently a clinician, and for that reason the disco 
of the famous ““ bundle” is commonly ascribed to his 
father, who was professor of anatomy at Leipzig. In 
this article is sketched the early training of the younger 
His by his father—a training in anatomy, embryology, 
serial sections, and modelling technique—which was 
followed by his appointment, together with Romberg, as 
assistant to Heinrich Curschmann. Selected quotations 
from His’s writings describe his interest in the mechanism 
of cardiac action at this time and include the original 
brief description, in which he writes: “* I have succeeded 
in finding a muscle bundle which unites the auricular and 
ventricular septal walls’’. He records that he was able 
to demonstrate it “in a grown mouse, a newborn dog, 
two newborn and one adult (thirty-year-old) human”, 
This important paper, which is something of a rarity, 
was published in the Arbeiten aus der Medizinischen 
Klinik: zu Leipzig (1893, p. 1). He published a brief 
account of transection experiments on the bundle in 
Wiener medizinische Blatter (1894, 17, 653) and a more 
detailed description forty years later (Klin. Wschr., 
1933, 12, 569). 

The rest of the present paper deals with the interest 
His had in gout and joint diseases, radiotherapy, and 
goitre, and his activities as consultant to the German 
Army in 1914-18, in which capacity he was the first to 
describe “* Volhynia fever’ (on February 22, 1916, at 
Warsaw). This later appeared on the Western Front and 
was there called “‘ trench fever”’. His post-war activities 
at the Berlin Charité, where he played a part in reviving 
the doctrine of diathesis, are noted, and the paper 
concludes with a useful bibliography of his works and a 
note of some biographical sources. Calvin P. B. Wells 
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